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1. Infectious Diseases 


Acute Bacterial Endocarditis of Salmonella Origin. Norman Burnstein, 
WV. D., New Orleans, Henry 8S. Roane. M. D., Ruston, and Albert McQuown, 
WV. D.. New Orleans, La. New Orleans M. & S. J. 102: 40-45, July 1949. 

The extreme rarity of bacterial endocarditis of Salmonella origin 
justifies the report of the following case. 

A 52) year old white man noted onset five days previous of 
“rheumatism” and fever after being caught in a heavy rain. Pain localized 
in neck. knees. and ankles and was not associated with swelling or tenderness. 
Two days prior to admission, he developed continuous pain in the back and 
the chest and intermittent epigastric pain, together with anorexia, malaise 
and slight non-productive cough. On the day of admission the patient passed 
black stool. the first evidence of gastric intestinal irregularity. Physical 
examination on admission revealed an acutely and chronically ill individual 
whose temperature was 102 and blood pressure was 11052. Funduscopie 
examination revealed A-V niching. Oral hygiene was poor. The chest was 
barrel-shaped. Loud. moist. bubbling rales were heard over the midlung 
fields. The heart was not clinically enlarged. The sounds were distant but 
could be clearly heard. A grade 2 aortie systolic murmur was present. 
A pericardial friction rub could be heard parasternally in the fourth left 
interspace anteriorly. Bilateral irreducible inguinal hernias the size of 
grapefruit were present. Except for enlargement of the right epitrochlear 
lymph node, no lymphadenopathy was observed. The patellar reflex on the 
right was decreased. All other reflexes were physiologic. The remainder 
of the physical examination was within normal limits. 

The patient’s clinical course can be summarized in three episodes. 
The first period of 22 days was marked by presence of clinical jaundice 
accompanied by high fever. Dullness appeared over the lower third right 
posterior lung field and the pericardial rub which was noted on admission 
persisted. X-ray of the chest was compatible with congestive cardiac failure. 
On the fourth day of hospitalization, 12 liquid stools during a six hour 
period were noted, but were negative for parasites. At the end of the first 
week, the stools became clay-colored. Jaundice was of the obstructive type. 
Pneumonitis cleared up within five days: the pericardial friction rub 
disappeared at the same time. At no time, in spite of high fever, did the 
patient seem seriously ill. Two courses of penicillin were given without 
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affect on the fever. At the beginning of the second period of 10 days, the 
patient's jaundice completely disappeared clinically but intermittent episodes 
of ‘emperature to 102. persisted. A chill occurred during the second episode 
and for the first time a blood culture was positive for Salmonella. Febrile 
agglutinations and multiple blood cultures had previously been negative. 
In the third and final period the liver again became palpable, clinical 
jaundice reappeared, and the patient was noted to have fetor hepaticus. 
Seven days prior to death, a second blood culture was reported positive for 
Salmonella and 4 Gm. daily of streptomycin in divided doses were given 
to a total of 20 Gm. No perceptible changes were noted in the clinical course 
and the patient died in a state of shock. Positive necropsy examination 
revealed acute suppurative bacterial endocarditis of Salmonella origin, 
with vegetations of the pulmonary valve, fenestrations and cardiac 
hypertrophy, pericarditis, pulmonary thrombosis with septic infarction and 
congestion, toxic focal nephritis, hemangioma of the liver, chronic passive 
congestion of the liver, perisplenitis and ulceration of the colon. 

This case differs in several respects from the usual case of acute 
bacterial endocarditis: 1) acute bacterial endocarditis usually develops 
during the second and third decades and is most frequently associated with 
a history of valvulitis originating in childhood. In this case no antecedent 
history of cardiae disease could be obtained, and the disease first became 
manifest during the sixth decade; 2) seventy-five per cent of all cases of 
acute bacterial endocarditis are superimposed upon previously deformed 
valves which are the result of rheumatic valvulitis. In this case there was no 
evidence of previous valvular lesions and no evidence of congenital valvular 
defects, which are another predisposing factor; 3) the valves involved in 
acute bacterial endocarditis are, in order of involvement, the mitral, the 
aortic, the tricuspid and the pulmonary. In this case the pulmonary valve, 
which is least often affected, was the site of the lesion. It differs from other 
recorded cases in that the cardiac aspects of the illness were of an extremely 
insignificant character throughout. Neither penicillin nor streptomycin 
altered the clinical course. 4 references. 4 figures.—Author’s abstract. 


Immunologic Types of Blastomycosis: A Report on 40 Cases. David 
T. Smith, Durham, N.C. Amn, Int. Med. 31: 463-69, Sept. 1919, 


Ina study of 40 cases of blastomycosis, it was found that the prognosis 
depends, at least in part, upon the immunologic status of the patient. The 
following combinations of immunologic reactions are theoretically possible 
and have been found, in approximately equal numbers, in a series of 40 
cases: 1) skin test positive-—complement fixation negative; 2) skin test 
positive--complement fixation positive; 3) skin test negative-—complement 
fixation positive; 4 skin test negative-——complement fixation negative. The 
prognosis is best in patients who have positive skin tests and no demonstrable 
antibodies in their serum; it is good in those with both positive skin ‘tests and 
complement fixing antibodies and poor in those with negative skin tests 
and a high titer of complement fixing antibodies. Patients having positive 
skin tests should be desensitized before being treated with iodides regardless 
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of the presence or absence of antibodies. Patients with neither positive skin 
tests nor complement fixing antibodies should be actively immunized with 
a heat-killed vaccine made from the yeast phase of Blastomyces dermatitidis 
before being treated with iodides. 12 references. 5 tables.—-Author’s 
abstract. 


Meningococcaemia and the Purpura of Martin De Gimard: Report 
of a Case. Robert A. Shanks, M.D. Glasgow, Scotland. Glasgow M.J. 
30: 283-87, Aug. 1949. 


A case of meningococcal septicemia is reported in which, although 
complete recovery ensued, the purpuric plaques sloughed, leaving numerous 
uicers and ultimately extensive ulceration. The literature on the subject 
of septicemia purpura with necrosis is reviewed and evidence is adduced 
for regarding the purpura of meningococcemia as merely the manifestation 
of a septicemia and that, similarly, the syndrome reported is due to direct 
organismal action on the capillaries which is not peculiar to the 
meningococcus. It is suggested that the reason why the meningococcus was 
not concerned in cases reported in the past was that meningococcemia was 
so immediately fatal, that there was no time for the vascular damage to 
become manifest in necrosis. Now that these cases can often be saved with 
intensive chemotherapy, this complication can be expected more often. 
As it is most likely that the capillary damage is done at the first onslaught, 
it is unlikely that any therapy will be able to minimize the damage. It is 
suggested, however, that the resultant necrosis may be minimized by careful 
nursing and the avoidance of prolonged localised pressure. 13 references. 
3 figures.—Author’s abstract. 


Mikulicz’s Syndrome. Alan J. Hird, University of Glasgow, Glasgow, 
Scotland. Brit. M.J. 4624: 416-18, Aug. 1949. 


A record is presented of the findings in a case of Mikuliez’s syndrome, 
followed from the initial hospital admission until death 14 months later. 
Many of the features of chronic lymphatic leukemia. including lymphocytic 
infiltration of the sternal marrow, were present, but the total leucocyte 
count was not raised during the period of hospital observation. Swelling 
of the lacrimal and salivary glands was treated by x-ray therapy with 
satisfactory, although temporary, results. A table of the blood findings 
and photographs of the lacrimal and salivary glands before and after 
treatment are given and there is brief reference to the more important 
literature on the subject. 5 references. 1 table. 2 figures.—-Author’s abstract. 


New Experimental Results with Epidemic Human Relapsing Fever 
(Données expérimentales nouvelles sur la fiévre recurrente épidémique 
humain). M. Baltazard, B. Seydian. C. Mofidi, and M. Bahmanyar, Pasteur 
Institute of Iran, Tran. Bulletin de 1? Académie Nationale de Médecine 
133: 284-289, March 29, 1949, 

During the last war, as during most previous wars, there occurred 
an extensive outbreak of relapsing fever, lasting for almost five years. 
In interepidemic times most studies of epidemic relapsing fever in the 
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laboratory have been impossible because the Spirocheta recurrentis could 
not be maintained for experimental purposes. During the past war, methods 
were developed whick will permit thorough study of this disease. Apart 
from some monkeys, all adult laboratory animals are known to be highly 
resistant to the spirochetes of relapsing fever. It was discovered, however, 
that newborn rabbits could be infected readily, and that human lice could 
be infected by feeding on such rabbits. These observations permitted the 
ready isolation and maintenance of strains of spirochetes in the laboratory. 
Fifteen different strains of spirochetes were isolated from cases of epidemic 
relapsing fever. One has been maintained more than two years at full 
virulence through frequent passage in new born rabbits. This strain of 
Spirocheta recurrentis proved to be very sensitive to arsenical drugs and 
was consequently used at different stages in its passage for inoculation of 
human beings. A total of 25 persons were inoculated with relapsing fever 
spirochetes for purposes of pyrotherapy. The incubation period after 
inoculation with a suspension of ground, infected lice was always between 
three and seven days, proportional to the number of spirochetes injected. 
Cross immunity tests, carried out first in animals, indicated clearly that 
immunity produced by a given strain of spirochete was complete for many 
weeks against the homologous strain of organisms but failed to protect 
significantly against other strains. This explains the clinically known fact 
that individuals recovered from relapsing fever may, in the next epidemic, 
again contract the infection. Strain specificity is high. 

One of the theories to explain the relapses in this disease is that 
spirochetes of altered antigenic composition continuously emerged from the 
internal organs of the infected person, and thus were not susceptible to 
previously formed antibodies. The spirochetes isolated from a series of 
relapses in patients were compared immunologically and found to be 
identical. Thus this hypothesis appears to be without basis. [It is well 
known that epidemics of relapsing fever always begin in the late winter 
months or early in spring and last through the summer. This seasonal 
variation is very constant but quite unexplained. It was of great interest, 
therefore, to see that strains of spirochetes with constant virulence for new 
horn rabbits completely lost their pathogenicity for inoculated human beings 
in the fall, only to regain it completely in the spring. Thus the seasonal 
variation appears to be a function of regular variations in the infecting 
organisms. although the latter is still not understood. Other epidemiologic 
and biologic characteristics of epidemic relapsing fever could likewise be 
studied by the methods now available. which promise great progress in the 
understanding and control of the disease. 3 references. 


I. Mumps Vaccine. Studies on Human Volunteers. Hascall H. Muntz, 
Horace M. Powell and Clyde G. Culbertson, Indiana University Medical 
Center, Indianapolis. Ind. J. Lab. & Clin. Med. 34: 199-208, Feb. 1949, 


Muntz and his associates present data on passive immunizations of 
human volunteers with intracutaneous non-viable mumps vaccine. These 
studies were done on medical students. nurses and patients at the Indiana 
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University Medical Center. Viable mumps vaccine has been found 
unsatisfactory, for although markedly attenuated, it caused parotitis in 
monkeys. Two strains of virus were used and tests conducted by the 
authors proved them to be identical. The strains were propagated on 7 
day old chick embryos. Vaccine was prepared from heat-killed virus. 
One-tenth cc. of this vaccine was injected intradermally (2.0 complement- 
fixing units). Hypersensitive reactions showed local skin reactions com- 
parable to those seen with the routine Mantoux skin test with tuberculin. 
These hypersensitive reactions seemed to indicate previous contact with the 
virus in the subclinical or clinical forms. In addition, the same 
hypersensitivity developed after the first intradermal dose. The mumps 
vaccine given the volunteers served as an index of potential susceptibility 


to mumps, and a positive reaction implied a previous clinical or subclinical 
infection with the virus. The skin test dose caused significant rises in 
complement-fixing antibody titers and might possibly be a method of 
vaccination. (Work is in progress to determine the optimal dose and 
route of administration.) The vaccine caused no untoward reaction in 
400 human subjects. There is as yet no definite evidence that the immunity 
which the intradermal vaccine produces will be permanent. Follow-up 
studies of the volunteers will be necessary. The potential value of the 
mumps vaccine has, in part, been determined. The actual value of mumps 
vaccine remains as an unsolved problem. Long term immunologic- 
epidemiologic studies will be necessary. 20 references. 3  figures.— 
Author's abstract. 


Intestinal Vaccination and Substitution of Bacterial Flora (La vacun- 
acion intestinal y la substitucion bacteriana intestinal). Jean Albert Weil, 


Paris, France. Prensa méd. argent. 36: 1589-98, Aug. 19, 1949. 


The chronic and subacute intestinal infections belong to the group 


designated by the author as conditioned infections, i.e., infections in which, 


in addition to the actual microbic factor, tissular factors, as well as visceral, 
glandular, hormone, neurovegetative, nervous and even cerebral factors 


influence the virulence and pathogenicity of the organisms involved to a 


marked degree. In this group belong the colitides, perivisceritides of adults, 


and intolerance to cow’s milk in infants. Treatment consists of adminis- 


tration of an adequate diet, correction of dietary errors, followed by 
intestinal vaccination and substitution of the intestinal flora. Anticolibacilli 
and anti-enterococcic vaccines can be administered orally. If necessary, a 
special potable preparation can be made of polyvalent autovaccine against 
anaerobic and aerobic intestinal microbes. A culture of Saccharomyces 
cerevisiae can also be administered orally. Small retention enemas of a 
houillon culture of B. bifidus may be administered rectally. The rectal 
administration of the substitution flora has the advantage of preventing 
exposure of the injected organisms to the action of the digestive juices, 
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especially the gastric juice and bile. The B. bifidus prevents proliferation of 
putrefactive bacteria by production of lactic acid. Also, anticolibacillus 
vaccine and anti-enterococei vaccine may be administered rectally. Very 
good results have been obtained in both adults and children by this method. 


relerences. 


The Typing of Typhoid and Paratyphoid B. Bacilli by Means of 
Bacteriophages (La détermination des types des bacilles typhique et para- 
typhique B. par les bactériophages). P. Nicolle and A, Jude, Institut Pasteur. 
Paris and Central Laboratory of the French Army, France. Presse méd. 
57: 181-4182, May 28, 1919, 


When bacteriophage was first discovered its chief importance was 


thought to lie in its potential as a therapeutic agent. As such it has largely 


been abandoned now, but it has in turn assumed extraordinary significance 


as a biologic phenomenon permitting study of the virus-host cell relationship. 


Its outstanding significance in the diagnostic laboratory is the use of specific 


bacteriophages for epidemiologic work. It was early observed that bacterio- 


phage specifically dissolving one kind of bacterium might also affect 


another, unrelated type. This action was shown, subsequently, to be 


due to the possession of common antigenic substances by the affected 


bacteria. This suggested the use of specific bacteriophages for the identifi- 


cation of antigenic types of organisms that could not be separated by other 


serologic technics. 


The twenty-odd types of typhoid and paratyphoid bacilli all give 


identical biochemie and serologic reactions in the laboratory. Thus, strains 


isolated from a given outbreak can only be identified as to species of 


organism, but bacteria isolated from a possible source of infection cannot be 


related to those isolated from the patients. The necessity to establish this 


relationship for epidemiologic and control purposes is obvious. Work in 
many public health laboratories has indicated that highly specific bacterio- 
phages can be obtained for given types of typhoid and paratyphoid B. bacilli, 
permitting the rapid and reliable identification of a type within the bacterial 
species. Thus, organisms isolated from various sources may be quickly 
grouped and the infection chain established. A number of examples are 
given in which this method of typing was successfully employed in tracing an 
epidemic of enteric infection and locating and controlling the source. Of 
particular interest are the cases of hospital personnel contracting typhoid 
fever in North Africa while caring for cases of that disease. In some 
instances the attendants yielded bacteria of the same type as the patient. 
indicating the likelihood that the infection resulted from occupational ex- 
posure. In other cases, however, the attendant’s bacilli were of a different 
type than those of the patients they had cared for. Consequently it was 
proved conclusively that the infection was not the result of occupational 
exposure but had been contracted outside the hospital. 21 references. 
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The Mechanism of Renal Involvement in Two Cases of Septicemia due 
to Clostridium welchii Treated with Penicillin (Discussion du mécanisme 
de Catteinte rénale dans deux cas de septicémie a “perfringens” guéris par la 
pénicilliné) M. Albeaux-Fernet, Sachs, and G. Basset, Paris, France. 
Presse méd. 57: 611-612, July 2, 1949. 

New forms of therapy often can bring to light new clinical aspects of 
well-known diseases. Thus the renal involvement in cases of clostridial 
infection has come to the foreground of attention now that the previously 
uniformly fatal disease can be cured with penicillin. The management of the 
renal shutdown dominates the therapeutic problem now. 


Two cases of Clostridium welchii septicemia are reported, both in 


young women performing septic abortions on themselves. Two and three days 


later there were chills, high fever, prostration, nausea and vomiting. Blood 
cultures revealed the anaerobic organism (Cl. welchii), as well as urine 
cultures. The urine was intensely red and the sediment contained many 
erythrocytes. There was anemia and moderate icterus. The diagnosis of 
septicemia due to Cl. welchii was established and the organism recovered 
from the uterus in both cases. Immediate penicillin therapy (1.5 to 3 million 
units daily) rapidly improved the infectious syndrome. However, the urine 
volume rapidly diminished and, with almost complete anuria, the retention 
of nitrogenous waste products became threatening. The patients were alka- 
linized and sufficient fluids administered to replace the fluid lost. Fortunately, 
the urine output soon increased again and the blood urea fell, reaching 
normal values in less than three weeks. The hemoglobinuria continued for 
one and two weeks, respectively. 

Sensitivity determinations indicated that the organisms were resistant 
to streptomycin and inhibited only by 20 units of penicillin, thus the 
importance of high doses of the latter drug. 

The prolonged hemoglobinuria, with icterus, anemia and sepsis suggest 
strongly intravascular hemolysis as a result of toxins liberated by the 
infecting organisms. The anuria might be related simply to precipitation in 
the renal tubules, as seen in the crush syndrome. Yet in addition to large 
amounts of free hemoglobin, there has to be a renal lesion of some kind, 
probably tubular, to result in anuria, since injected hemoglobin may be 
excreted as such by experimental animals without anuria. Among the 
associated conditions perhaps contributory to the development of anuria 
the following deserve attention: 1) shock, in the course of serious illness, 
might contribute through relative anoxemia of renal tubular epithelium; 
2) toxie products of the organism might have a direct effect on the tubule, as 
well as producing hemolysis: 3) nervous reflexes originating in many 
possible sources might clamp the arterioles down, greatly reducing blood 
flow to the nephron. It is proposed that the last named mechanism of 
arteriolar constriction through a reflex action with secondary injury to 
tubular epithelium caused by anoxia are mainly responsible for the anuria 
in Clostridium welchii infection. 28 references. 
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Encephalitis following Q Fever (Encephalitis nach “Q fever”). T. 
Wegmann, Medical Clinic, University of Zurich, Switzerland. Schweiz. med. 
Wehnschr. 79: 690-692, July 30, 1949, 


In the rapidly accumulating literature on Q fever, both on the North 
American Continent, in North Africa and in Europe there are no definite 
reports of encephalitic manifestations of the disease. The most frequently 
encountered complications appear to be thrombophlebitides, polyarthritis, 
orchitis and pleurisy. In only one or two instances are cerebral symptoms 
mentioned, suggestive of possible encephalitic involvement. In view of the 
low mortality of the disease only 6 fatal cases reported to date in the 
United States —— no adequate autopsy survey has been performed. 

\ case is reported in which encephalitic and post-encephalitic symptoms 
were associated with good evidence of infection with Q fever. A 22 year old 
man fell ill in November, 1948 with fever and pneumonitis diagnosed as Q 
fever on the basis of a rapidly rising titer of complement fixation tests. The 
tests were negative early in the illness. 1:32 ten days later, and 1:64 four 
weeks after onset of symptoms. Penicillin failed to affeet the pneumonitis 
hut under therapy with para-aminobenzoic acid there was rapid detervescence 
and recovery. After discharge from the hospital the patient began to notice 
neurologic symptoms. At first there was tremor of the right hand, spreading 
to the right arm and left hand. Then diplopia, fatigue, somnolence during the 
day, persistent insomnia at night and mild headaches appeared. These 
symptoms subsided but the right-sided tremor persisted and was marked 
when the patient was seen in early December. 1918. The cerebrospinal fluid 
was under increased pressure. with normal cell count. protein and colloidal 
gold curve, and with positive complement fixation in the undiluted fluid for 
Q fever. All other laboratory tests were negative. There were minor neuro- 
logic abnormalities present which subsided gradually. The tremor improved 
greatly under therapy with “Parpanit™ and disappeared entirely in January. 
1919. The clinical diagnosis of () fever Is supported ly serologic evidence 
in this case, and the epidemiologic evidence that 3 workers in the same 
factory contracted Q fever at the same time. The clinical and laboratory 
picture of this patient are typical of post-infectious encephalitis not uncom- 
monly encountered following other viral infections. It is believed that this 
ease is the first reported instance of post-infectious encephalitis following 
proven fever. 16 references. 


Lymphocytic Choriomeningitis. Treatment of Two Cases with Aureo- 
myein. William C. Grater, M.D., and J. Alfred Rider, M.D., Galveston. 
Texas. Texas State 8 Med. 15: 568-70, Aug. 1949, 

Lymphocytic choriomeningitis is an acute infectious disease of viral 
etiology. While it lasts from several days to about one month, it is self 
limited and recovery takes place without any residual effects. The febrile 
period, according to the literature, usually lasts from seven to twenty days. 
\ureomycin has been found to be of benefit in virus diseases caused by the 
psittacosis-lymphogranuloma venereum group, and in’ viral pneumonias. 
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Two cases of lymphocytic choriomeningitis were treated with aureomycin, 
with striking relief of symptoms. They were afebrile in 48 hours. The difh- 
culties in evaluating therapeutic results in a disease of such unpredictable 
course as lymphocytic choriomeningitis are noted. However, in view of the 
excellent response to aureomycin, further investigation is indicated. 3 
references. 2 tables.—Author’s abstract. 


Distaste for Smoking: an Early Symptom in Virus Hepatitis. Sidney 
Leibowitz, New York, N. Y. Rev. Gastroenterol. 16: 721-26, Sept. 1949. 


In a series of 41 sporadic cases of virus hepatitis, the author observed 
a previously undescribed symptom — early distaste for smoking tobacco — 
among two-thirds of the 24 patients who were smokers. It was fairly abrupt 
in onset and was associated with an altered unpleasant taste where smoking 
was previously a source of comfort and pleasure to the patient. The symptom 
differs from the rather common reaction on the part of many smokers who 
may cease their smoking when they develop colds or sore throats because of 
throat irritation or decreased ability to taste or smell the tobacco. In the 
cases reported the patients evidenced a newly acquired positive distaste of an 
unpleasant nature. No similar distaste was found in control studies including 
10 cases of infectious mononucleosis. 6 cases of virus pneumonia, 3 cases of 
cirrhosis of the liver, | case of subacute bacterial endocarditis, 1 case of 
chronic hepatitis, 2 cases of stones in the common bile duct, | case of carci- 
noma of the gall bladder and | case of metastatic adenocarcinoma of the liver. 
No explanation for the symptom is offered. but a relationship to hepatic 
involvement is suggested. 


Encephalitis Following Queensland Fever. (Encephalitis nach 
“Q-fever”). T. Wegmann. Schweiz. med. Wehnschr. 79: 690-92, July 30, 
1949. 


A case of encephalitis developing during convalescence from Queens- 
land fever is reported as probably the first of its kind on record. The patient, 
a man of 22 years of age, developed a slight fever during convalescence, with 
varying, predominantly extra-pyramidal symptoms, including diplopia, 
sleep inversion. speech disturbances, sensory disturbances dis- 
crete pyramidal signs. Like most post-infectious encephalitides, the 
central nervous syndrome in this case subsided shortly, displaying a charae- 
teristically benign course. Encephalitis is frequently observed following 
other infectious diseases such as rubeola, measles, varicella, parotitis, small- 
pox vaccination, yellow fever, grippe and other virus diseases. The patho- 
genesis is obscure. It is suggested that there might be an allergic or throm- 
hotie factor involved. A syndrome resembling Parkinsonism was also 
observed following virus pneumonia. In the present case there seemed to 
be some relation between the degree of the neurologic disorder and the titre 
of the complement fixation reaction, There was also an increased pressure 
of the cerebrospinal fluid during the second phase of Q. fever. A_ peri- 
vascular inflammation and demyelinization has been described in such post- 
infectious encephalitides. 14 references. 1 chart. 
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Acute Infectious Lymphocytosis. Review of the Literature and Report of 
a Case. William B. Nevius, M.D., East Orange, N.J. Brooklyn Hosp. J. 
7: 34-40, First Quarter, 1949. 

Acute infectious lymphocytosis may be described as a comparatively 
recently recognized clinical entity, characterized by hyperleucocytosis with 
high preponderance of mature lymphocytes and an absence of enlargement 
of the liver, spleen and lymph glands, occurring chiefly in the pediatric age 
group. The white blood cell counts will vary from 18,000 to as high as 
120,000 per cu. mm., and the lymphocytes uniformly the small mature 
forms—will range from 60 to 97°, . The condition is communicable and has 
an incubation period of twelve to twenty-one days. The average course varies 
from four to eight weeks. It has been known to oceur in three members of the 
same family, in 21 children in a tuberculosis sanatorium, in 16 children in a 
convalescent home for rheumatic fever cases, and sporadically as isolated 
cases. The symptoms are usually those of an acute upper respiratory infee- 
tion, although in a few cases symptoms of an “acute surgical abdomen” or 
of central nervous system involvement have presented. One important feature 
is that in Iymphoeytosis the Paul-Bunnell test (heterophile antibody reaction) 
is always negative. 

Acute infectious lymphocytosis must be distinguished from infectious 
mononucleosis, acute lymphatic leukemia, pertussis. and various conditions 
giving rise to leukemoid blood reactions. In mononucleosis the white blood 
count is usually not so high, there are numerous atypical mononuclear cells. 
the Paul-Bunnell test is usually positive. and enlargement of the cervical 
lymph nodes and spleen is frequent. In lymphatic leukemia, in the bone 
marrow as well as in the peripheral blood, numerous lymphoblasts are to be 
found and. by the time a case of lymphocytosis is recovering. a case of 
leukemia is taking a downhill course. The usual paroxysms of coughing 
present in pertussis are usually sufficient to distinguish it from lymphocy- 
tosis. An acute leukemoid reaction requires the presence of lymphoblasts to 
he so designated, and the duration is usually much shorter than the hyper- 
leucocytosis of “lymphocytosis”, which averages four to eight weeks. A 
case of acute infectious lymphocytosis in a 2 year old Negro girl is described, 
in which the white blood cell count varied from 31.200 to 68.800 and the 
lymphoeytes ranged from 72 to 947. Recovery was complete in four weeks. 


table. 


Typhoid and Paratyphoid Fever in Immunized Subjects. Arthur H. 
Rosenblum, M.D., Chicago, Ill. Ann. Int. Med. 31: 235-44. Aug. 1919, 


\ report is made of 17 cases of typhoid and paratyphoid fever in 


9 references. futhor’s abstract. 


immunized military personnel on Okinawa. Of these, 8 were confirmed as 
typhoid, 6 as paratyphoid A, and 3 lacked laboratory confirmation, but were 
diagnosed on clinical grounds. Confirmation was generally by positive blood 
or stool cultures, or both, and in a few cases by rising agglutination titers. 
All patients had primary or stimulating triple typhoid immunizations within 
one year of their disease. These patients were characterized by many atypical 
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features. The temperature curves were inclined to be high and abrupt at the 
onset, and to be irregular and septic in course. Only one patient, a confirmed 
paratypkoid, exhibited the usually described step-like rise in temperature. 
Four of the typhoid patients developed febrile relapses after it had seemed 
that they were convalescent. Positive blood cultures were obtained at any 
stage of the disease where the temperature was septic, early or late. Positive 
cultures were frequently obtained during the febrile relapses. Three of the 
typhoid patients were critically ill, one with massive intestinal hemorrhages, 
another with a pyrexia of 107, with myocarditis and pneumonia, and a third 
with myocarditis and pneumonia. All recovered. None of the newer anti- 
biotic drugs were available for therapy. There was no apparent response to 
full doses of sulfadiazine and penicillin, Therapy was entirely symptomatic 
and supportive. 

Agglutination studies showed no constant pattern. Some of the sicker 
patients showed little or no rise in titer. Others showed a significant increase 
in titer followed by a fall, while others showed a sustained increase during 
the period of observation. No conclusions could be drawn concerning 
epidemiology. With the exception of two cases from the same outfit, all came 
from various outfits widely distributed on the island, both service and combat. 
None admitted eating or drinking anything but approved army food and 
water. It was presumed, from information obtained from the natives, that the 
disease was endemic on the island. Considering the large numbers of troops 
involved, and the relatively small number of clinical cases, it appears that 
the control of this disease is highly effective. It may be surmised that some 
individuals do not develop as high degree of immunity to the standard 
typhoid immunizations as others, and that if the exposure is heavy enough, 
infection may oceur.—Author’s abstract. 


Mumps Meningoencephalitis with and without Parotitis. Lawrence 
Kilham, M.D.. Boston, Mass. Am. J. Dis. Child. 78: 324-33, Sept. 1949. 


A study was made of 25 cases of mumps meningoencephalitis, 13 having 
no salivary gland enlargement, using newer serologic and virus isolation 
technics. All of the patients presented signs and symptoms of meningeal 
irritation. They did not, however, differ clinically from others having such 
diagnoses as non-paralytic poliomyelitis, who were serologically negative for 
mumps. The cases of mumps meningoencephalitis tended to have leucocyte 
counts above 300 cells per cu. mm. in the cerebrospinal fluid of which 90% 
or more were lymphocytes. These findings were considered to be character- 
istic of mumps meningoencephalitis but not pathognomonic. The spinal 
fluid abnormalities appeared to persist for some time, and in one patient 
lasted 33 days. All patients studied had a four-fold or greater rise of anti- 
hody titer by complement fixation or by inhibition of hemagglutination, 
almost all having significant rises by both tests. In addition, mumps virus 
was isolated in embryonated eggs from the cerebrospinal fluid in 11 of 21 
patients in the first week of illness. As virus isolated from cerebrospinal 
fluid has been accomplished in only a few types of encephalitis of known 


QUARTERLY REVIEW OF MEDICINE 


etiology, this frequency of virus isolation from patients with mumps 
meningoencephalitis is unusual. Mumps virus was isolated from the saliva 
of one patient without any signs of salivary gland enlargement on the second 
and fourth days of disease. Thus, patients lacking facial swelling may be 
infectious due to an inapparent parotitis. The cases of mumps meningo- 
encephalitis without parotitis occurred mostly during the summer months, 
suggesting that salivary gland involvement may be less common at this time. 
Although 1948 was a year of unusual prevalence of mumps in Massachusetts, 
it was concluded that mumps virus may be one of the most frequent types of 
encephalitis in certain years. It is also one of the most readily diagnosed 
if the simple and reliable inhibition of hemagglutination test is used. 13 


references. 4 tables.—Author’s abstract. 


2. Chemotherapy of Infectious Diseases 


The Treatment of Pneumococcic Meningitis with Penicillin. A Study of 
125 Consecutive Cases with 73°7 Recovery. Emanuel Appelbaum, M.D., 


Jack Nelson, M.D. and Michael B. Albin, M.D., New York, New York. Am. 
J. M. Se. 218: 260-64, Sept. 1949. 


This paper is based on a study of 125 consecutive cases of pneumo- 
coccie meningitis. The bacteriologic diagnosis was confirmed in all the cases. 
Many strains of pneumococci were represented in the series. Penicillin 
sensitivity determinations made on 75 strains showed these organisms to be 
markedly susceptible to the antibiotic. Treatment included the administration 
of penicillin intramuscularly in all cases and intraspinally in all but two 
instances, usually in conjunction with sulfadiazine. There was considerable 
variation in the intrathecal and intramuscular dosages of penicillin 
as well as in the number of intraspinal injections and the duration 
of intramuscular treatment. In this series of 125 cases there were 
92 recoveries and 33 deaths, a recovery rate of 73°. Included among 
the recoveries were 2 patients treated with intramuscular penicillin but 
without intrathecal penicillin. The prognosis was decidedly worse in the 
older age groups. There were only a few instances in which a complication or 
reaction was attributable to the intrathecal administration of penicillin. 
Neurologic sequelae were encountered in a small number of cases. The 
instances of serious brain damage were all in infants under | year of age. 
It is clear from this study that the adequate use of penicillin intratheeally and 
intramuscularly was highly effective in the treatment of a good majority of the 
cases of pneumococcic meningitis. The rare occurrence of an untoward effect 
or complication following the intraspinal use of penicillin should not be a 
deterrent to the employment of this valuable procedure. It would seem 
unwise at present to rely solely on the intramuscular use of the antibiotic. 
However. treatment with intramuscular penicillin but without intrathecal 
penicillin deserves further investigation. 3 references. 4 tables.—Author’s 
abstract. 
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Ineflicacy of Prophylactic Streptomycin in an Outbreak of Salmonella 
Gastro-enteritis. J. J. Rowland Reid, M.D., Daniel E. Jenkins, M.D. and 
Cora Rust Owen, Ph.D., University of Michigan School of Medicine, Arn 
Arbor, Mich. Am. J. M. Se. 218: 145-48, Aug. 1949. 


Six patients hospitalized because of tuberculosis developed acute gastro- 
enteritis due to Salmonella schottmiilleri from a known single source of 
infection. All received similar treatment for their salmonella infection, which 
consis‘ed of strict bed rest, intravenous fluids and sulfadiazine. In addition, 
2 of the 6 patients were receiving intramuscular streptomycin as part of their 
therapy for recent pulmonary tuberculosis at the time of the outbreak of 
salmonella. Two Gm. of streptomycin were being given in divided doses 
daily. There was no demonstrable difference in the course of the disease 
in the patients who received streptomycin as compared with those who did 
not. Tissue invasion occurred in spite of blood levels of streptomycin well 
above those which inhibited the growth of the organism in vitro. No correl- 
ation could be found between the failure of streptomycin therapy and the 


development of streptomycin resistance by the organisms. 4 references. 
3 figures.—Author’s abstract. 


Anorectogenital Lymphogranuloma Venereum and Granuloma Inguinale 
Treated with Aureomycin. Aaron Prigot, M.D., Louis T. Wright, M.D., Myra 
A. Logan, M.D. and Frank R. deLuca, M.D., New York, N. Y. New York 
State J. Med. 49: 1911-17, Aug. 15, 1949. 


The results of treatment of anorectogenital lymphogranuloma venereum 
and granuloma inguinale with aureomycin are given. Nine cases of buboes 
due to lymphogranuloma venereum in Negro patients were treated; 4 were 
women and 5 were men. The duration of lesions ranged from one to seven 
weeks and in one case for ten years. The average bubo measured 6 x 3 em. 
In all cases a reduction in size of the bubo and complete relief of pain 
oceurred within four days of treatment. Buboes which had ruptured spon- 
taneously before treatment, ceased to drain by the ninth day. In all 9 
cases the nodes continued to regress and completely resolved, or left a 
residual pea-sized hard, non-tender node. Two bubo cases with associated 
penile lesions had healing of penile lesions by the seventh and twentieth day 
respectively. Four cases of proven lymphogranuloma venereum stricture 
of the rectum were treated. All patients had relief of pain and discharge after 
aureomycin treatment and the 3 who had not been colostomized observed an 
increase in diameter of stools. One proven case of acute proctitis due to 
lymphogranuloma venereum was treated, with relief of rectal pain and dis- 
charge by the second day of treatment, and complete healing of lesions at the 
conclusion of treatment. Treatment in the above cases consisted of oral or 
intravenous aureomycin. Orally the dose used was 250 mg. t.i.d.; intra- 
venously the dose was 200 to 500 mg. b.i.d. The bubo cases required an 
average total of 12.8 Gm., the stricture cases 15.8 Gm. and the proctitis 
case 9.1 Gm. 
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One new case of granuloma inguinale was treated with aureomycin. 
This patient had complete rectal incontinence, rectal bleeding and discharge 
for six months due to a proven lesion involving anus and fourchet. The 
patient received 250 mg. of aureomycin orally 3 times a day for fifty days, 
and 200 mg. intravenously twice a day for ten days, a total of 39 Gm. 
over a period of sixty days. After ten days, bleeding and discharge ceased, 
the lesion healed slowly but completely, and the rectal incontinence dis- 
appeared. 

\ follow-up was obtained on 12 of the 35 originally reported cases of 
lymphogranuloma venereum and 10 of 12 originally reported cases of 
granuloma inguinale. The follow-up period ranged from nine to twelve 
months with no recurrences or extensions of processes, the results remaining 
uniformly good. Aureomycin is the treatment of choice for granuloma 
inguinale and for the strains of lymphogranuloma venereum with which 
we have had to deal. 17 references. 2 tables. 3 figures.--Author’s abstract. 


Streptomycin in Development of Hydrocephalus in Tuberculous Menin- 
gitis. S. \. De, M.B., D.T.M., Ph.D., University College Hospital Medical 
School, London, England. Brit. M. J. 4620: 214-16, July 23, 1949, 

The histology of the basal subarachnoid space in 8 cases of tuberculous 
meningitis is described. Seven of these were treated with streptomycin while 
one was untreated. The latter and 5 of the former were hydrocephalic. There 
was no histologic evidence of any essential modification of the cisternal 
lesions by streptomycin, although 2 of the treated hydrocephalies showed 
some fibroblastic proliferation. The cisterna pontis was completely blocked 
with tuberculous granulation tissue and fibrinous exudate in the hydro- 
cephalic cases. These changes were too slight in the nonhydrocephalic cases 
to cause any obstruction to the flow of cerebrospinal fluid. The relation of 
fibrosis of lesions to streptomycin treatment in the cisterna and elsewhere 
and its possible role in the development of hydrocephalus in tuberculous 
meningitis is discussed. The author's work on experimental hydrocephalus 
after cisternal introduction of Mycobacterium tuberculosis is referred to in 
support of the conclusion that tuberculous meningitis by itself can give rise 
to an internal hydrocephalus of the communicating type associated with 
blockage of the cisterna pontis. There is no convincing evidence that strepto- 
mycin increases the chance of this complication by stimulating the production 

of reparative tissue. 15 references. 1 figure.—Author’s abstract. 

Drainage, Streptomycin and Tuberculosis. Benjamin L. Brock, Downey, 
Ilinois. Dis. of Chest 16: 129-36, Aug. 1949, 

It is the author’s belief that a lack of free drainage from the lungs and 
bronchial tree in the dorsal and cephalic portions of all pulmonary lobes, due 
to comparative lack of mobility of the lung in these locations, is responsible 
not only for the prevalence of tuberculosis in these locations, but for its 

progression and chronicity. Quick and adequate drainage of the fresh 
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exudative lesion may result in complete clearing with minimal changes in 
the pulmonary tissues. Inadequate drainage results in permanent changes 
in the lung which thereafter affect adversely the drainage mechanism. The 
effects of streptomycin on these two types of lesions, with less favorable 
results and more frequent recurrences in the latter, are discussed. 

Combined therapy is more efficacious where fibrotic changes and cavity 
formation have occurred. The secret of the more favorable results following 
combined therapy is drainage. The differences in the mechanics involved in 
effecting this in artificial pneumothorax on the one hand, and in artificial 
pneumoperitoneum on the other, are explained. The favorable effect of 
streptomycin on various tuberculous processes situated on surface areas, 
e.g., tongue, larynx, and intestine, is thought to be due to better drainage 
facilities in these areas. The less favorable results obtained in areas where 
drainage is not adequate, e.g.. the brain and kidneys, are also emphasized. 
Draining cutaneous sinuses respond to streptomycin therapy more favorably 
when combined with surgical drainage. 

A case report is presented to show that streptomycin alone may not 
affect favorably large tension cavities associated with the typical active 
clinical course and pathologic spread of the disease. Wide open cavernos- 
tomy may prevent further spread and may render the patient clinically 
inactive, and the free drainage that ensues may result eventually in the 
sterilization of the cavity. There is evidence to show that favorable results 
may occur once free drainage is effected following collapse therapy, even 
though marked resistance of the organisms to streptomycin has occurred. 
Generally speaking, where free and adequate drainage from the lungs is 
present, no matter what method of treatment has been used in effecting this, 
the lesion will clear. Rarely would pathologic spread occur under these 
conditions. It is of interest to speculate on the possible correlation between 
the degree of drainage from a tuberculous focus located in any part of the 
body. and the development of resistance of tubercle bacilli to streptomycin. 
20 references.—Author’s abstract. 


Short-term Administration of Sulfonamides as Aid in the Demonstration 
of Tubercle Bacilli in the Sputum (/ntravitale Anreicherung des Sputums 
mit Tuberkelbazillen durch Sulfonamidgaben). E. Metz, Heidelberg. Ger- 
many. Med. Klinik 44: 581-82, May 6, 1949, 


In a series of patients with pulmonary disorders, sputum examination 
for acid-fast organisms by the usual methods, including concentration in the 
laboratory with antiformin, yielded negative results. It was decided subse- 
quently to administer sulfonamides for short periods as a therapeutic test. 
On re-examination of the sputum 24 to 48 hours later, tubercle bacilli were 
found. The method was applied to a series of cases of which 6 are reported 
in some detail. All were individuals in whom the possibility of pulmonary 
tuberculosis was suspected, but ordinary sputum examinations as well as 
concentration procedures failed to yield acid-fast bacilli. All patients 
received 6 to 8 Gm. of sulfadiazine daily for two days before the sputum 
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examination was repeated. In all cases previously negative sputa promptly 
yielded acid-fast bacilli, establishing the correct diagnosis. The sulfon- 
amides, of course, failed to have any appreciable effect on the clinical 
picture. The reasons for this peculiar finding are not clear. It is suggested that 
in many instances difficulties in the microscopic demonstration of tubercle 
bacilli may be associated with peculiarities in the microbial flora of the 
upper respiratory tract. Sulfonamides promptly modify this flora and thus 
perhaps contribute to the success of the laboratory in demonstrating tubercle 
bacilli. In any event, the harmlessness and ease of the method. with its 
remarkable success, recommended it for wider trial. 


Amperometric Micro-titration of Streptomycin and Dihydrostrepto- 
mycin, John B. Conn and Sara L. Norman, Rahway, \N. J. J. Clin. 
Investigation 28: 837-39, Sept. 1949. 


/ OH 
The dye HOC( C, Hy —N = N—Cy 


SOLNa 


formed by coupling diazotized pararosaniline with ]-naphthol-4-sulfonie 
acid precipitates streptomycin and dihydrostreptomyein quantitatively in 
0.02M triethanolamine citrate buffer, pH 2.8. The polarograph is used in 
an amperometric titration procedure: an amount of streptomycin or dihydro- 


streptomycin salt corresponding to 1-3 mg. of base dissolved in 5-10 ml. 
buffer is titrated with O.OLM solution of dye, using a | ml. microburette: the 
polarograph is set at - O.8N (vs. S.CLE.) and 10 micro-ampere range. The 
titration is reproducible to better than 221°). Using pure streptomycin and 


dihydrostreptomycin salts as standard, the method gives results in) good 


agreement with other assay procedures. 6 references. 2 tables.--Author’s 


abstr act. 


The Treatment of Bacterial Infections with Injections of Aqueous 
Penicillin Administered at Long Intervals (Le traitement des infections 
hactériennes par la pénicilline en solution aqueuse administrée a longs 
intervalles). G. Bickel and H. C. Plattner, University Clinic. Geneva. 
Switzerland. Presse méd. 57: 507-08, June 4, 1949, 


It is well established that infections due to penicillin-sensitive bacteria 
can usually be cured by the administration of penicillin every three or four 
hours around the clock. There is, however, little evidence that this form 
of penicillin administration is the best possible. It is associated with much 


inconvenience for patient and attendants alike. carries usually the necessity 
for hospitalization, and the very frequency of injections increases the risk 
of accidental infection with hepatitis virus. To counteract these drawbacks, 
various methods were introduced which permitted the injection of penicillin 
at long intervals and yet kept blood levels of the drug elevated for many 
hours. Some delayed absorption of the drug from the site of injection 
(penicillin in oil and beeswax, procaine penicillin, ete.), but increased the 
risk of unfavorable reaction, sensitization, or abscess formation. Others, 


such as caronamide, interfered with exeretion of penicillin) and had 


unquestionable usefulness in selected cases of relatively resistant infections. 
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The simplest and most desirable method might well be the administration 
of plain aqueous penicillin once or twice a day. That such a program was 
feasible was first shown in experimental animals by Jawetz and confirmed by 
Zubrod. Streptococcal infections in mice could be cured with penicillin 
injections spaced eight to twelve hours apart. With a given amount of 
penicillin, equally good results could be obtained with 2 larger doses with 
8 smaller doses spaced over the twenty-four hour period. It was likewise 
shown that the penicillin effect on the bacterial population in the infected 
animal lasted much longer than demonstrable blood levels. Eagle has further 
elaborated on the therapeutic significance of continuous penicillin blood 
levels, concluding that in many infections it was of no established benefit. 

Since 1946 most patients with penicillin-sensitive infections have been 
treated with aqueous penicillin injected at intervals of twelve hours or 
more at the University Clinie of Geneva. The cases of lobar pneumonia 
thus treated have illustrated the efficacy of the method. It is now accepted, 
and has been amply documented in many other large series, that for 
bacterial lobar pneumonia the optimal treatment consists in administration 
of 300,000 units of penicillin in plain aqueous solution every twelve hours 
for 3 or 4 injections, then once daily until complete recovery. In selected 
cases that are treated at home a single daily injection of 500,000. to 
1,000,000 units can be used from the beginning. In all cases the results 
are identical with those obtained by injections every three or four hours, 
and the benefit to patient and attendants is obvious. Similar schedules have 
been used in cases of streptococeal and staphylococcal infections, subacute 
bacterial endocarditis. and other penicillin-sensitive infections with excellent 
results. It is felt that this dosage schedule can be applied with considerable 
advantage in a majority of infections treated with penicillin. 14 references. 


Hepatitis Associated with Streptomycin Therapy (/ctéres au cours du 
traitement par streptomycine). C, Mattei, Marseilles, France. Bull. Acad. 
nat. méd. 133: 361-63, May 3, 1949. 


From May. 1947 to July, 1948, 200 patients suffering from tuberculosis 
were treated without mishap at the regional center at Marseilles. Since the 
latter date cases of hepatitis have been appearing with increasingly greater 
frequency. Among 300 tuberculous male patients treated between July, 
1918 and April, 1949 twenty cases of icterus have been seen. Among 
300 women treated simultaneously with the same doses, not a single 
case has occurred. All cases of hepatitis oceurred very late in’ the 
course of streptomycin therapy or after its termination. It has been seen 
only in individuals who had received more than 200 Gm. of streptomycin. 
The clinical features are very constant: a week of anorexia, slight weight 
loss and lassitude preceding the appearance of jaundice, which in turn is 
followed by fever in a few days. The temperature elevation of 38 C. or 39 C, 
lasts four or five days. The stools remain of normal color while the 
urines are quite dark and give strong reactions for bile. The jaundice lasts 
about two weeks and subsides ordinarily without sequelae, although in one 
case transitory ascites was observed. The weight lost during the jaundice 
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is rapidly regained, and streptomycin therapy continues without impairment. 

Under the crowded conditions of housing the patient's syringe-trans- 
mitted hepatitis might be an adequate explanation of the occurrence. On 
the other hand, a hepatotoxic action of streptomycin must also be considered. 
In rare cases there has been a recurrence of hepatitis when streptomycin was 
started again after the first episode, suggesting hepatotoxic action. Similarly 
it is remarkable that jaundice precedes the fever always by a few days. 
Further experiences will probably give the answer. 

Factors of Prognostic Significance Observed in 118 cases of Tubereu- 
lous Meningitis Treated with Streptomyein in Algiers (Sur 1/18 cas de 
meéningite tuberculeuse traites par la streptomycine ((Resultats obtenus, 
a la Clinique des Maladies Infectieuses d Alger)). Les facteurs pronosti- 
ques). E. Benhamou and F. Destaing, Algiers, North Africa. Bull. Acad. 
nat. méd. 133: 301-08, April 5, 1949. 

Since April 1947, 118 unselected cases of tuberculous meningitis have 
been treated with streptomycin. Prolonged observation permits the evaluation 
of several prognostic factors of importance. Streptomycin was administered 
intramuscularly in doses of 2 to 3 Gm. daily (in 1 injections) to adults, 
1 to 1.5 Gm. daily to children, and 0.75 to 1.0 Gm. daily to infants. 
Intramuscular therapy always extended over more than eight months and 
often more than one year, although doses were diminished in the later 
months of therapy. The great majority of patients likewise received 100 to 
200 mg. streptomycin intrathecally daily or every other day (children 50 to 
100. and infants 30 mg.). Therapy was always continued until the 
cerebrospinal fluid in two successive examinations was found to be normal. 
Of the total number of 118 cases. 76 died, with 34 deaths occurring within 
five days or less after inception of therapy. Of the 42 survivors, 12 are 
considered cured after many months of post-treatment observation. Twenty- 
four are ambulatory and well after four to eight months of therapy, but 
still are receiving streptomycin. Their prognosis is considered excellent. 
The final 6 adults show chronic tuberculous meningitis persisting after six 
to nine months of intensive streptomycin therapy: they have severe neurologic 
disturbances with marked abnormalities of the cerebrospinal fluid and 
developing block. Their prognosis is considered rather poor. 

The outstanding factors of prognostic significance are considered to 
be the following: 

1. Age. The outlook is poor in infants and children up to the age of 
3. The prognosis in older children is better than in adolescents and adults. 
Thus among the 12 definite cures there was 1 adult and 11 children older 
than 3 years. This agrees with other series; among 100 adults, 23 survivors; 
among 197 children, 108 survivors. 

2. Extent of the tuberculous process. Miliary tuberculosis associated 
with meningitis has a grave prognosis. Deep coma also has a poor outlook. 
The occurrence of papilledema is only of limited significance. 

3. Cytology of the cerebrospinal fluid. Probably the best single 
indication of progression toward healing under therapy. The earliest sign 
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of relapse or aggravation of the disease, on the other hand, is an increase 
in spinal fluid protein. Electrophoretic examination of the spinal fluid has 
been helpful. An increase in alpha, beta, or gamma globulin, and often all 
3, is of bad prognosis if occurring during therapy. 

The most important features in successful therapy appear to be the 
regular intrathecal administration of streptomycin (all those receiving 
intramuscular therapy only responded slower and final cure was rare), and 
continuation of therapy over many months, never less than eight to nine 
and often much longer. The dose can be effectively reduced as soon as the 
spinal fluid is normal and the clinical appearance good, but small doses 
should nevertheless be continued for at least one to two months to prevent 
recurrence. 14 references. 


The Abuse of Streptomycin as Therapeutic Agent in Pulmonary 
Tuberculosis of Children (Sur l'emploi abusif de la streptomycine au 
cours de la tuberculose pulmonaire de l'enfant) P. Lowys, Roc-des-Fiz, 
Haute-Savoie, France, Presse. méd. 57: 600, June 25, 1949, 

Whenever a new chemotherapeutic agent is introduced into medical 
practice it is widely abused before its proper place is found and accepted. 
This has been particularly true of streptomycin in the treatment of pulmonary 
tuberculosis in children. Of 25 children receiving streptomycin prior to 
admission into the sanatorium, proper indications for the drug existed only 
in 5, while in 14 the drug was being plainly abused. In the remaining 6 
the indications for the drug were debatable. 

A tuberculous cavity in a child should be collapsed as soon as 
recognized, otherwise proper collapse becomes increasingly difficult. 
Streptomycin should consequently never be given “in preparation” for the 
institution of collapse therapy. Pneumotherax should be started immediately 
whenever possible, and streptomycin given neither before nor with it. The 
drug should be reserved for such cases where widespread ulcerated and 
caseous lesions fail to respond to collapse, or where bilateral involvement 
makes adequate collapse improbable. If streptomycin is given, dose and 
duration of therapy must be correct. Thus, is it not quite futile to give 
0.5 Gm. daily to a girl of 12 with an apical cavity for one week? On the 
other hand, why treat a boy of 10, with minimal hilar lesions without 
symptoms, with 325 Gm. of the drug? 

Abuse of streptomycin is seen particularly often in primary tuberculous 
processes. felt to be more “severe” than the average. The abuse is flagrant 
if the process is limited to a simple sero-fibrinous pleurisy, without evident 
pulmonary involvement. Nine cases are presented to illustrate these errors 
in judgement. The abuse of streptomycin is significant from a social and 
from a medical viewpoint. The state pays for most of the streptomycin 
used in tuberculosis in France. In the 14 cases reported, ill-advised use 
of streptomycin meant a monetary loss to the state of about 1,300,000 
francs. From a medical standpoint the toxie effects of unnecessarily 
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administered streptomycin and the creation of streptomycin-resistant tubercle 
bacilli which may hamper the effects of later necessary chemotherapy must 
be considered. 

The proper indications of streptomycin in childhood tuberculosis are 
believed to be tuberculous meningitis, miliary tuberculosis, tuberculosis 
of the gastro-intestinal tract and upper respiratory tract, and bilateral 
pulmonary lesions permitting only partial collapse at best. Streptomycin 
is not indicated, however, in unilateral uncomplicated cavities or uncom- 
plicated primary tuberculous infection. 


Simultaneous use of Streptomycin and Pneumothorax in the Early 
Treatment of Fibro-Caseous Pulmonary Tuberculosis of Adults (Strepto- 
mycine et pneumothorax associés dans le traitement précoce de la tuberculose 
pulmonaire fibro-caséeuse de l'adulte) Ch. Mattei. P. Balozel and C. 
Mattei, Marseilles, France. Bull. Acad. nat. méd. 133: 340-42, April 26, 
1949, 


Since August, 1948 combined streptomycin and collapse therapy have 
been used at the Center for tuberculosis therapy at Marseilles. In 12 cases 
therapy has been terminated and the results observed sufficiently to permit 
preliminary conclusions about this method of approach. The general outline 
of the therapeutic program is to select suitable cases, taking into account 
age (mostly young people), symptoms of relatively short duration and 
radiologic evidence of both exudative and cavitating processes. While on 
complete bedrest in an urban hospital the patients are started on streptomycin 
and penicillin simultaneously. Streptomycin is administered in doses of 2 
Gm. per day, injected intramuscularly every four hours, day and night. 
Considerable stress is placed on this schedule, which is considered much 
superior to administration at longer intervals. The total dose of streptomycin 
is usually 200 to 400 Gm. Penicillin is started with streptomycin. The 
rationale for its administration is the belief that associated penicillin- 
sensitive infection of the lung parenchyma often may delay the healing of 
the tuberculous processes, and that early pneumothorax has a better chance 
to remain uninfected while penicillin is being administered than otherwise. 
The daily dose of penicillin is 1 to 2 million units given intramuscularly 
for a period of thirty days. After a preliminary period of chemotherapy of 
ten to twenty days, the pneumothorax is instituted and refilled regularly 
in the usual fashion. The collapse of the involved lung tissue is said to 
increase greatly the chemotherapeutic effect of the antibiotics, adding the 
well established principle of rest to antibacterial therapy. 

This program has resulted in extraordinarily rapid improvement of 
the cases thus treated, with closure of cavities and regression of exudative 
lesions, as well as apparently fibrous lesions. The patients gained weight 
and strength rapidly and are convalescing under rural sanatorial care. 
It is felt that the much more rapid improvement than could be achieved 
otherwise is of social and economic importance as well as of benefit to 
the individual patients. The shorter period of hospitalization means a 
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reduction in cost per patient, and frees beds for others. Four cases are 
presented which illustrate the results obtained with this method in the 12 
patients treated thus far. Many workers hesitate to apply this combined 
therapy, however. It is pointed out that often early wide-spread pulmonary 
disease responds to rest and collapse alone. If later, surgical procedures 
or dissemination should call for streptomycin therapy, there will be no 
sensitization to the drug of the patient or resistance of the infecting organism. 
On the other hand, the advocates of combined therapy stress the more rapid 
response of patients so treated, with the obvious consequent benefits, and 
feel that the possibility of developing streptomycin-resistant bacilli detracts 
nothing from the indications of combined therapy. 


The Prognosis of Acute Miliary Tuberculosis Treated with Streptomycin, 
as Judged by Serologic Tests (Pronostic, par la sérologie, des miliares 
aigues tuberculeuses traitées par la streptomycine). P. Courmont, 
P. Sedallian, M. M. Schmitt, G. Deries, Lyon, France. Bull. Acad. nat. 
méd, 133: 386-91, May 17, 1949. 


The prognosis, on clinical grounds, of cases of acute miliary tuberculosis 
is exceedingly unreliable and difficult. Patients progressing satisfactorily 
under streptomycin therapy suddenly may make a turn for the worse, 
particularly with the development of meningitis. Others, apparently not 
progressing so well, may end completely cured. In view of this unsatisfactory 
status, other means of arriving at a more reliable prognosis were investigated. 
Twenty-eight cases of miliary tuberculosis were studied by means of the 
tubercle bacillus agglutination test. Those performing the laboratory work 
regularly every four weeks were unaware of the clinical status of the patients. 
Thus an objective correlation between clinical progress and titer of 
agglutination was found. It was concluded that agglutination titers above 
1:40 were indicative of good prognosis, while titers below 1:15 ordinarily 
meant a bad prognosis. Intermediate values suggested a guarded attitude. 
Such an interpretation is in accord with the previously stipulated hypothesis 
that the presence in high titer of demonstrable antibodies to tubercle bacilli 
indicates a vigorous and active defense mechanism against the infection. 
Low or not demonstrable titers might be associated with lack of infection, 
lack of active defense, or cure. Thus interpretation of laboratory results 
has to take into account known clinical factors, for their full usefulness in 
determining prognosis in a given patient. 

In the 28 cases of miliary tuberculosis studied, 4 developed tuberculous 
meningitis and died under streptomycin therapy. Two of these had very 
low titers, and the 2 others had intermediate titers. Three others developed 
meningitis and are still under treatment. All of these had either low or 
intermediate titers. Nine patients recovered without relapses after repeated 
courses of streptomycin. Among them there were 4 with high titers and 
5 with intermediate titers. Finally, there were 12 cases who recovered after 
a single course of the drug, without relapse. Eight of them had very high 
agglutination titers and 4 had intermediate titers. Certain exceptions were 
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noted to this outline. One patient was observed who has remained well for 
over fourteen months after streptomycin therapy for miliary tuberculosis 
in spite of consistently low titers of agglutination. All those in whom the 
titer rose in the course of treatment were cured ultimately. All patients 
who presented high agglutinating titers from the beginning of their illness 
recovered ultimately, with the exception of a single case in whom the titers 
gradually declined as he developed severe meningitis, responding poorly to 
therapy. It appears that. in general, a falling agglutination titer must alert 
the physician to a very guarded prognosis in all eases. It is concluded that 
frequently repeated serologic examination of patients under streptomycin 
therapy offers an additional guide to prognostic evaluation. 4 references. 


Preliminary Report on Aqueous Vehicle for Penicillin Which Retards 
Its Elimination (Consideraciones sobre un vehiculo acuoso para penicilina 
que retarda su eliminacion). L. Peyreyra Siri. Dia méd. 21: 1801-1802. 
Aug. 11, 19419. 

The disadvantages of a too rapid elimination of penicillin are 
discussed. The use of oily suspensions may lead to formation of granulomas 
and, in some cases, to fibrous organization and a giant cell foreign body 
reaction. Painful swellings have been noted at the site of injection and there 
is also the possibility of allergic reactions to some of the substances included. 
Following experiments with various substances, it was concluded that an 
aqueous solution of certain polysaccharides might solve the problem. 


Treatment of Felty’s Syndrome (Zur Therapie des Feltyschen 
Syndroms). F. Klausgraber. Wien. Zeitschr. f. inn. Med. 30: 276-79. 
July, 1949. 

Hitherto Felty’s syndrome has been treated chiefly by pyramidon, 
salicylics, sweats, fever therapy and blood transfusion. Having demonstrated 
the presence of streptococcus viridans in 2 cases, the author decided to try 
penicillin in the treatment of this condition. The usual doses had no effect, 
but with larger doses of penicillin, such as those employed for endocarditis 
lenta, much better results were obtained. Even after a few doses, the almost 
intolerable joint pains showed marked improvement, and later the fever 
subsided and the sedimentation rate became almost normal. The glandular 
swellings disappeared completely. As a rule, more than 5 million units of 
penicillin were required to yield maximum benefit, with reduction in the 
size of the spleen. Only the anatomic joint changes persisted. During 
treatment the leukoeyte count increased somewhat but returned subsequently 
to the initial level. Sternal puncture revealed no changes. When maximum 
improvement had been attained with penicillin, still further benefit could 
occasionally be derived from the administration of ultrachrysol. Patients 
unable to move without aid before treatment could, after such therapy, get 
about freely without pain and accomplish light tasks. All foci of infection 
should, of course, be removed at the start, otherwise only short remissions 
of eight weeks or so will occur. In 1 patient re-examined six months after 
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termination of the treatment, the improvement had persisted, the blood 
findings were the same and there was no swelling of the lymph glands or 
spleen. 416 references. 


Use of Hypospray in Treatment of Syphilis and Gonorrhea. A Painless 
Technique. W. Royce Hodges, M.D., Cumberland, Md. Current Researches 
in Anesth. & Analg. 28: 231-34, July-Aug. 1949. 


This study is divided into two groups, the first involving the treatment 
of gonorrhea at the rapid treatment centers in Memphis, Tenn., Meridian, 
Miss. and Hot Springs. Ark. by Hingson and co-workers, on active duty with 
United States Public Health Service. The purpose of the study was twofold: 
1) to compare the effectiveness of penicillin administered by hypospray 
with the effectiveness of penicillin given intramuscularly with needle and 
syringe; 2) to treat a group of gonorrhea patients with penicillin given 
intramuscularly by needle, and to compare these results with those obtained 
eighteen months previously with the same method. 

The hypospray administers solutions by jet injection through the skin, 
without the use of a needle. The hypospray instruments used in this study 
have a spring pressure of 125 pounds, and are designed for single injections 
of 0.25 ce. of solution. The instrument and the principles of its use in 
administering solutions have been described by Hingson and Hughes. 
Table 1 shows a rate of cure of 97.9°% among patients given penicillin by 
needle injection. The results obtained by administration of penicillin by 
hypospray were almost identical with those obtained by needle administration 
(97.5) by hypospray as compared with by needle injection). 


TABLE | 
Results of Treatment of Gonorrhea with 200,000 Units of Aqueous Penicillin 
Administered Over a Period of 2 Hours 


TECHNIC OF PATIENTS CURE FAILURE 
ADMINISTRATION FOLLOWED 10 pays CENT NUMBER PER CENT 
Needle Injection 13 47 97.9 l 23 
Hypospray 158 154 97.5 4 2.5 


This study showed that penicillin in water solution can be effectively 
administered by hypospray for the treatment of gonorrhea. 

The second group of patients included identical triplets age 10, and 
mother age 31. At their birth, a positive cord Wassermann was found 
together with a positive blood Wassermann of the mother. (The father’s 
blood Wassermann was repeatedly negative; both maternal grandparents 
had positive Wassermann reactions.) The babies showed symptoms of 
congenital lues (snuffles and rubelliform rashes within a few weeks of their 
birth, despite treatment with bismuth, neoarsphenamine and mercury 
inunctions). At the age of 10 years, one of the children developed a 
slightly tender lump on her right shin. Blood specimens were taken from 
all 3 as well as from the mother. Specimens from 2 children showed positive 
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reaction for lues by 2 standard tests. The test of the child with the tibial 
manifestation was positive, and she showed definite saber shins and periostitis 
on x-ray examination. Wassermann test of the third child was negative, but 
that of the mother’s was still positive. The father’s Wassermann test was 
rechecked and found to be negative. The maternal grandfather had a positive 
blood Wassermann. Each of the 4 patients, triplets and mother, received 72 
injections of 50,000 units of penicillin G in metycaine (total volume 
0.25 ce.). They were injected by hypospray every two hours night and day 
for 72 doses. This was carried out in their home. The children made no 
complaint regarding discomfort from the injection by the hypospray. On 
October 16, 1948, the serologic examination of the 3 positive members of 
this group had changed during the one month elapsed time as follows: 
1) mother, 32 to 16 Units; 2) first baby, 256 to 64 Units: 3) second baby, 
64 to 32 Units. Both the father and third baby have always been negative. 
Further Rh study on the family revealed the following: 1) mother, 


OMRh,: 2) father, AMNRh, and Rh.: 3) three babies, OMRh. Rh,. 


In a recent communication from Dr. J. F. Mahoney, Medical Director, 
Veneral Disease Research Laboratory of the U.S. Public Health Service’, 
he states: “We feel sure that the availability of penicillin will make the 
management of the disease in patients of the type mentioned a far more 
practical and far safer procedure than would be possible under any other 
form of therapy... The second point is. of course, the demonstration of 
the practicability of using a hypospray for the administration of antisyphilis 
therapy to juveniles. The combination points clearly to the fact that 
children can be brought through childhood without further danger from 
their infection... It would seem that the amount of penicillin: given ts 
entirely adequate to halt the progress of disease.” 


Investigations on the Streptomycins. Geoffrey Rake, Felix Pansy, 
William P. Jambor and Richard Donovick. New Brunswick. \. J. J. Clin. 
Investigation 28: 816-49, Sept. 1919. 


In vitro studies continue to reveal unique behavior on the part of the 
various strains of Salmonellae in their response to the 4 streptomycins. 
When in most other species the activity of dihydrostreptomyein equals that 
of streptomycin, in this genus all strains tested are less sensitive to the 
former than to the latter, all comparisons being made on a weight basis. 
On the other hand, for most genera studied, the mannosidostreptomycins 
are less active than streptomycin. In contrast to this for the Salmonellae, 
the mannosido compounds are often as active as streptomycin, and for 2 
species are even more active than the latter. The characteristics of 
dihydrostreptomyecin mentioned above do not hold for dihydromannosido- 
streptomycin, which approximately equals mannosidostreptomycin in activity 
for every species tested thus far in vitro. In vivo studies in acute as well as 
in chronic experimental infections show that streptomycin or dihydro- 
streptomycin given daily in a single dose gives results as good as, or better 
than, those obtained by giving 2 to 3 divided doses daily. Against S. 
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schottmiilleri, dihydrostreptomycin is more active than might be expected 
from the in vitro findings. In embryonated eggs infected with Rickettsia 
microti. dihydrostreptomycin is somewhat more active than streptomycin. 
2 references. 6 tables.—Author’s abstract. 

Aureomycin in the Treatment of Penicillin-resistant Staphylococcie 
Bacteremia.* Donald R. Nichols, Rochester, Minn. Proc. Staff Meet. Mayo 
Clin. 24: 309-16, June 8, 1949. 

An increasing number of infections are being caused by strains of 
Staphylococcus aureus (Micrococcus pyogenes var. aureus) which are 
resistant to penicillin but sensitive to aureomycin. Of 50. strains of 
Staphylococcus aureus recently isolated from various clinical materials, 
34 were penicillin resistant. Of 15 strains isolated from patients with 
bacteremia, 12 were penicillin resistant. Growth of all of the strains of 
staphylococei isolated was inhibited by aureomycin. Four of 6 patients 
suffering from penicillin-resistant staphylococeic bacteremia recovered when 
treated with aureomycin. Intermittent intravenous administration of 
aureomycin was used at the onset of treatment in 4 of the 6 cases. A dose 
of 200 to 500 mg. in 250 ce. of physiologic saline solution was administered 
once every four hours, every six hours or every twelve hours. The oral 
method of administration was used alone in 2 of the 6 cases and to complete 
the course of treatment in the other 4 cases. The dose of 500 mg.. 750 mg.. 
or | Gm. was administered orally every four or every six hours. Use of 
aureomycin as a routine in treatment of staphylococeic bacteremia is not 
advocated. However, aureomycin does appear to be the drug of choice when 
the organism is resistant to penicillin. It should be emphasized that the 
increase in resistance with which this paper is concerned has been 
demonstrated only in infections due to Staphylococcus aureus ( Micrococcus 
pyogenes var. aureus) in certain hospitals. At present, evidence is not 
available that the incidence of penicillin-resistant strains among other 
organisms is increasing. 10 references. 3 tables.—Author’s abstract. 

In Vitro Studies on Possible Synergistic Action Between Penicillin and 
Bacitracin. Marvin C. Bachman, Commercial Solvents Corporation, Terre 
Haute, Ind. J. Clin. Investigation, 28: 864-66, Sept. 1949, 

Data obtained with various penicillin and bacitracin mixtures used 
in vitro against strains of @-and Y-hemolytic streptococci indicate synergistic 
activity. A total of 18 strains were used. Data on 4 of them are presented in 
Figures 1 to 4.—Author’s abstract. 


Late Cutaneous Relapse Following the Rapid Treatment of Early 
Syphilis with Penicillin. Robert G. Carney, M.D. and Thomas Raymond 
McGowan, M.D. lowa City, lowa. J. lowa State Med. Soc. 39: 427-28, 
Sept. 1949, 

The authors report a case of a 38 year old female with secondary 
syphilis who received the routine nine day rapid treatment with penicillin, 

*The aureomycin used in these studies was kindly supplied by the Lederle Laboratories 
Division of the American Cyanamid Company. 
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mapharsen and bismuth and whose lesions healed rapidly during the course 
of the treatment. Subsequently, she was observed at monthly intervals with 
a satisfactory serologic response during the first five months, following which 
she disappeared from observation and was not seen again until the eleventh 
month after the treatment. At that time she had scattered annular 
uleeronodular syphilis of the soles, right shin and right cheek. Serologic 
tests were again strongly positive and biopsy of one of the lesions confirmed 
the diagnosis of superficial late syphilis. Treatment was instituted with 
penicillin alone over a ten day period and the lesions healed rapidly. It is 
noted that the late syphiloderm which appeared in this case is the type of 
precocious relapse which was frequently encountered after inadequate 
treatment with arsenicals. A review of the literature at the time this paper 
was written failed to reveal any similar case of tertiary relapse following 
the rapid treatment of early syphilis. 1 reference. 6 figures.—Author’s 
abstract. 


Pyrifer Therapy of Typhoid and Paratyphoid Fever (Ueber die 
Pyriferbehandlung bei Typhus und Paratyphus.) Karl Schliitter. Deutsches 
Arch. f. klin. Med. 194: 574-85. 1949. 


In a series of 286 cases of typhoid and paratyphoid fever in which 
pyrifer therapy was not employed, severe complications developed in 37 
cases and there were 15 deaths. In 93 cases subjected to pyrifer treatment 
there were only 7 cases with serious complications and no deaths. From 4 
to 1 ampoule of pyrifer is injected intravenously, with 4 mg. Strophanthin in 
adults and ', mg. in children. This is usually followed by a rise of tem- 
perature after half to two hours, accompanied by a chill. The fever persists 
for a few hours to twenty-four hours. In rare instances a second injection 
may be required after two or three days. In 70 of the 93 cases treated 
a rapid defervesence followed this treatment. There was less marked 
improvement in 19 cases and no improvement in 3 cases. In 10 cases 
relapse responded to pyrifer therapy. No ill effects of the treatment were 
noted. The author found it beneficial to administer 0.3 to 0.6 g. of Pyra- 
midon before administration of pyrifer in the continua. Because the febrile 
stage of the disease is shortened the number of complications are reduced 
and the mortality rate is lowered. Caution is urged in administering pyrifer 
to seriously ill patients with cardiovascular disturbances, and the drug is 
contraindicated in the presence of internal hemorrhage or suspected perfor- 
ation. 46 references. 4 tables. 


Sulfonamide and Antibiotic Therapy in Proctology. Alfred J. Cantor. 
VD... Flushing, N.Y. Am. J. Digest. Dis. 16: 285-90, Aug. 1919, 


Sulfonamides and antibiotics are important additions to the therapeutic 
armamentarium of the proctologist. However, their role has been unduly 
stressed. In this paper the author reviews briefly the sulfonamides and 
antibiotics available to the proctologist. and the indications for their use. 
Poorly absorbed sulfonamides. sulfaguanidine. sulfasuxidine and sulfathal- 
adine. are the most useful. However. sulfadiazine. sulfamerazine and sulfa- 
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thiazole are also valuable. Parenteral administration is not usually required. 
The antibiotics discussed include penicillin, tyrothricin and streptomycin. 
Aureomycin and chloromycetin are reserved for discussion in a later article. 
The toxic manifestations of the sulfa drugs and the antibiotics are described 
in detail. Practical clinical applications are stressed. The diseases discussed 
include ulcerative colitis, bacillary dysentery, amebiasis, intestinal tuber- 
culosis, streptococcal and staphylococcal diarrhea, Salmonella diarrhea, 
granuloma inguinale, chancroid, lymphogranuloma venereum, gonorrheal 
proctitis, syphilis, abscess, furunculosis and carbuncle, erysipelas, gas 
gangrene, and diverticulitis. Specific dosage schedules, evidences of toxicity 
and their treatments, and technies for avoidance of sensitization are detailed 
for each of these conditions. —Author’s abstract. 


The Occurrence of Measles During Convalescence from Tuberculous 
Meningitis Treated Successfully with Streptomycin. (Evolution normale 
d'une rougeole dans la convalescence d'une méningite tuberculeuse traitée 
avec succes par la streptomycine.) J. Tapie, J. Laporte, Pinel, Monnier, and 
Gontier, Toulouse, France. Presse Méd. 57: 641-42, July 9, 1949. 


The attitude toward streptomycin in the therapeutic armamentarium 
for tuberculous meningitis has changed from enthusiasm to guarded hope. 
Among 52 children with this disease treated during one year at Toulouse, 
9 can be considered cured. One of these children contracted measles during 
convalescence. The case is reported because of the commonly feared asso- 
ciation of measles and tuberculosis in children. 

A 12 year old girl developed lassitude, fever and weakness in December 
1947, followed by violent headaches, nausea and projectile vomiting, with 
very marked emotional instability. A chest x-ray revealed bilateral marked 
hilar enlargement but no focus in the periphery of the lung fields. Lumbar 
puncture showed markedly increased pressure and a slightly turbid fluid. 
The signs of meningitis steadily increased, choroid tubercles appeared on 
fundoscopic examination, and the tuberculin test was definitely positive. 
Streptomycin therapy was started by the intramuscular and_ intrathecal 
routes, when the spinal fluid showed 90 cells (70 polymorphonuclear) 300 
mg. ‘¢ of protein and 640 mg. “ of chlorides. Streptomycin in a total dose 
of 215 Gm. was administered between February and September 1948, with 
complete regression of all clinical and laboratory findings. In October the 
child returned home for a prolonged convalescence. On November 5 there 
was a sudden recurrence of nausea and fever, but no evidence of meningitis. 
In three days full blown measles appeared. The tuberculin test remained 
positive. Recovery was rapid and uneventful, not interfering in the least with 
the convalescence from tuberculous meningitis. Three months later the 
child was entirely well. 

Most physicians admit, and are aware of, the aggravating effect of 
of measles on tuberculous processes. Most frequently this pertains to 
pulmonary tuberculosis. Possibly the mechanical factors of congestion, 
cough. and occasional pneumonitis associated with measles are responsible 
for activation of a pulmonary focus of tuberculosis. The fact that this 
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child never had much evidence of pulmonary parenchymatous involvement 
may account for the lack of unpleasant sequelae to the attack of measles. 
There was no evidence, either, of any reactivation of the tuberculous pro- 
cesses in the meninges — all the more proof of true cure. 


Present Status of Aureomycin Therapy. Maxwell Finland, M.D., 
Harvey Shields Collins, M.D., eg WV. Gocke, M.D. and E. Buist Wells, 
M.D., Boston, Mass. Ann. Int. Med. 31: 39-52, July 1949, 


This paper contains a review with references of all the available clinical 
literature on the use of aureomycin up to the time when the paper was 
delivered at the meeting of the American College of Physicians. It indicates 
the wide range of infections which are susceptible to this agent. 57 refer- 
ences. Author's abstract. 


Para-aminosaliceyvlic Acid in Pulmonary Tuberculosis. Norman W. 


Horne, M.B.. Edinburgh. Scotland. Edinburgh M. J. 56:239-44, June 1949, 


The author describes the treatment of 13 cases of tuberculosis by para- 
aminosalieylie acid (PAS). Eleven cases were of lung tuberculosis all with 
cavitation; one case was of pleural effusion and one was of chronic dissemi- 
nating tuberculosis. PAS was given orally in 15 Gm. daily dosage, 3 Gm. in 
10° solution flavoured with liquorice being given every 3 hours from 9 a.m, 
to 9 p.m. for twelve to fourteen weeks. Blood levels of 2 to 7 mg. were 
obtained. Toxic effects were negligible but one case developed drug sen- 
sitivity. Desensitization was subsequently carried out successfully. The 
clinical results obtained are reviewed. Striking clinical improvement 
oceurred in the case of chronic disseminated tuberculosis. The majority of 
the other cases showed some clinical improvement manifested by gain in 
weight, improved appetite, and a feeling of well-being. Reduction in cough 
and fever was observed. Emphasis is made that maximum improvement 
seemed to oceur after four to six weeks and some of the cases appeared 
to be less well after ten weeks. The effects on the tubercle bacillus observed 
during treatment are described. In 3 cases out of 9, the sputum became 
negative on culture. In 4 cases, reduction in the number of tubercle 
bac illi in sputum occurred progre ssively up to the eighth week, after which 
time the numbers increased again. In addition, the cultures of sputum from 
these cases showed a progressive retardation of growth (70 days in one case ) 
until the eighth to tenth week after which the rate of growth accelerated. The 
possible causes of these results and their implications in view of their oecur- 
rence while the patients were still receiving the drug are discussed. 6 
references. — Author's abstract. 


The Use of Ultraviolet Blood Irradiation in Typhoid Fever. FE. W. 
Rebbeck, M.D. and H. T. Lewis. Jr.. M.D., Pittsburgh, Pa. Rev. Gastroen- 
terol. 16: 640-19, Aug. 1919, 


\ comparison was made of cases of typhoid fever admitted to Shadyside 
Hospital, Pittsburgh, Pennsylvania, for a ten year period beginning May, 
1938. with and without the use of ultraviolet blood irradiation therapy 
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(Knott technic). Case histories were given in each instance. Nine cases 
of Typhoid Fever diagnosed by histories, blood counts, agglutination tests 
and/or the recovery of the typhoid bacillus in either blood, stool or urine 
were reported in this series. Three cases were treated by the combination of 
blood irradiation therapy (Knott technic) and sulfonamides. Three cases 
were treated by blood irradiation therapy alone. The remaining 3 cases were 
treated symptomatically (one had sulfonamide and penicillin therapy). The 
3 cases treated by the combination of sulfonamides and UBI reached the 
afebrile stage in an average of thirty-one days and were discharged as 
clinically recovered in an average of fifty-one days. The 3 cases treated by 
UBI alone responded in an average of sixteen days until the afebrile stage 
was reached, and an average of twenty-four days until clinically recovered. 
Combining these 6 cases, there was an average of twenty-one days until the 
afebrile stage was reached and an average of thirty-nine days until clinically 
recovered. There were no deaths in this series. The detoxifying effect of this 
therapy seen frequently in the past was consistently observed during the 
course of these cases. The 3 cases not treated by UBI had a normal temper- 
ature in an average of seventy days from the onset of symptoms and were 
discharged in an average of seventy-eight days (with 1 death, that patient 
living for 110 days). One case treated by UBI alone had a normal temper- 
ature in thirty-six hours after the first blood irradiation therapy treatment. 
She received UBL treatments on the fourth and fifth days of her illness and no 
other therapy. 

A case report by Dr. Gerald C. Grout of Dayton, Ohio, in discussion, 
showed a similar dramatic response after UBI treatments on two successive 
days. This patient had been ill six weeks and developed a severe reinfection 
with positive blood stream before UBI treatments were started. Her chills 
stopped twenty-four hours after the second blood irradiation, and her tem- 
perature remained normal forty-eight hours after the second blood irradiation 
treatment. The best results were obtained using UBI therapy alone on two 
successive days. 6 references. 2 tables. 3 figures.—-Author’s abstract. 


Results of Treatment with Thiosemicarbazone in Experimental Tuber- 
culosis of the Mouse. (Effets curatifs du thiosemicarbazone dans la 
tuberculose expérimentale de la souris). C. Levaditi, Institut Alfred 
Fournier, Paris, Frances. Preese méd. 57: 519, June 11, 1949. 

Domagk, the original discoverer of sulfanilamide, has recently pre- 
sented evidence that a synthetic chemical. thiosemicarbazone had remarkable 
therapeutic properties in tuberculosis of guinea pigs and against tubercle 
bacilli in the test tube. Preliminary reports have also appeared indicating 
some clinical effectiveness in human tuberculosis. An evaluation of this 
drug was performed in mice infected with tubercle bacilli by the intravenous 
route. All control (untreated) animals died from the infection within thirty 
days. The other mice were treated with 10 mg. daily of the compound 
administered by mouth. In this treated group, 41% of the animals survived 
until the fifty-eighth day when the experiment was terminated. While the 
control animals showed at autopsy lungs filled with caseating nodules, the 
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treated animals dying from the infection showed a diffuse pneumonitis. In 
the treated animals degenerating bacilli were frequently seen inside 
mononuclear cells in the section. In spite of daily therapy all the surviving 
animals showed significant numbers of tubercle bacilli, and in time more 
and more of the treated mice died. Thus the drug delays progressive disease 
and death, but does not eradicate the infection. On the whole, the results 
obtained in this study are less clear-cut and definite than those obtained with 
streptomycin. However, it is possible that the drug may be a useful adjunct 
to streptomycin in combined chemotherapy, for it is definitely superior to 
para-aminosalicylie acid in anti-tuberculous activity. 7 references. 


Antipertussis Serum (Animal). John A. Toomey, M.D.. Robert R. 
Dew, M.D., Margaret Dowell, M.D. and Juan L. Bustamante, M.D., Cleve- 
land, Ohio. Am. J. Dis. Child. 78: 320-23, Sept. 1949, 

Considering the fact that the more seriously ill pertussis patients are 
usually the ones admitted to the hospital, even with due credit to chemo- 
therapy and antibiotics in controlling secondary infection, the record seems 
to speak for some value of animal antipertussis serum in the treatment of 
the active disease. 6 references.—Author’s abstract. 


3. Diseases Caused by Animal Parasites 


Recent Advances in the Therapy of the More Common Protozoan and 
Helminthic Infections in Man. Harry Most, New York University College 
of Medicine, New York, N. Y. Bull. New York Acad. Med. 25: 717-40, 
Nov. 1949, 

Recent developments in the treatment of malaria are discussed, the use 
of atabrine, the 4-amino quinolines, especially chloroquine, and the 8-amino 
quinolines, especially plasmochin, The experience of the author and his 
colleagues, pres iously reported, showed that atabrine, in a dosage of 2.8 Gm. 
in seven days. Was superior to quinine in acute attacks of vivax malaria in the 
control of fever and parasitemia and in increasing the interval to relapse. 
With chloroquine even better results were obtained with a treatment schedule 
of 1.0 Gm, of base in one day or 1.5 Gm. in three to four days. Chloroquine 
proved much less toxie than either quinine or atabrine, and short term 
relapses were practically abolished. the mean interval to relapse being sixty- 
one days with chloroquine as compared with twenty-two days with quinine 
and fifty days with atabrine. More recently, approximately 100 patients 
with vivax malaria were treated with quinine and plasmochin and followed 
up adequately. Clinical relapses occurred in only 4°; of these patients. These 
patients were white: they were in good general physical condition and were 
hospitalized during treatment. Abdominal cramps occurred in most cases 
during quinine-plasmochin therapy, but only a mild anemia and “insig- 
nificant” leukopenia occurred in a small number. It is noted that severe 
hemolytic reactions to plasmochin oceur more frequently in Negroes and 
other pigmented races. Recently, others have reported the use of other 
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9-amino quinolines, pentaquine and isopentaquine, which, in combination 
with quinine, proved more effective and less toxic than plasmochin. These 
drugs, in the author’s opinion, represent a major advance in the cure of vivax 
infections. 

The drugs used in the treatment of amebiasis include emetine, the 
stand-by for a long time, the iodo-quinolines, especially chiniofon and 
Diodoquin; the metals, carbarsone, thioarsenites, and Wia (containing both 
bismuth and arsenic) ; 4-amino quinolines, especially chloroquine, which has 
been found of special value in the treatment of acute amebic hepatitis and 
abscess; and the antibiotics para-amino benzoic acid, bacitracin and aureo- 
mycin. The author and his colleagues have treated more than 50 cases of 
amebiasis with bacitracin given by mouth, in daily doses varying from 
40,000 to 160,000 units for ten to twenty days. On the basis of a follow-up 
for a mean observation period of six months, 60% to 80° of these patients 
are apparently cured. In cases of severe amebic dysentery, the response to 
bacitracin was often prompt, with complete disappearance of E. histolytica 
from the stools; in some of these cases the amebae reappeared in the stools, 
but there was no recurrence of symptoms and no demonstrable lesions in any 
instance. Bacitracin, when given by mouth, is apparently not absorbed and 
causes no significant toxic symptoms. More recently the author and his 
colleagues have treated 8 cases of amebiasis with aureomycin, 20 Gm. 
during ten days; 7 of these patients have remained free of E. histolytica to 
date. 

In most of the helminthic infections the present status of therapy is 
satisfactory. The author and his colleagues have found that while tetrachlor- 
ethylene is generally effective against hookworm infections due to Necator 
americanus, it is not effective in more than 25°, of cases of Ancylostoma 
duodenale infections occurring in veterans infected in the Pacific islands, 
but most of these infections are light, and not associated with symptoms of 
hookworm disease. In well-sanitated areas, the need for re-treatment of such 
cases is negligible; in other areas the persistence of Ancylostoma infections 
in cases not responding to tetrachlorethylene therapy may possibly involve 
danger of the introduction of this helminth. 

In Strongyloides infections that persist after the standard treatment 
with gentian violet in 3 daily doses of 60 mg. each for sixteen days, the 
author has found that better results are obtained by increasing the dose by 
] pill each day until the maximum number tolerated is reached (usually 
12 to 16 daily), and continuing this dosage for about two weeks. 

Filariasis is not at present a problem in the United States, but is 
prevalent in the Virgin Islands and Puerto Rico; the various drugs used in the 
treatment of filariasis are briefly discussed, including “Hetrazan” — diethyl 
carbamy] piperazine -— recently used in Puerto Rico. 

In the treatment of tapeworm infection due to Taenia saginata, oleoresin 
of aspidium is considered the drug of choice. The author has found that the 
most effective method of administering this drug is by duodenal tube: 8 Gm. 
of fresh oleoresin of aspidium, with 30 to 45 Gm. of sodium sulfate in about 
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100 ce. of water, are introduced into the duodenum. Preliminary purgation 
and a low residue diet are desirable. This treatment results in cure in at 
least 90°% of cases; if necessary, a second treatment may be given after a six 
to twelve week interval. Atabrine and hexylresorcinol have recently been 
employed by others in the treatment of tapeworm infection, but the author is 
of the opinion that they are not superior to the oleoresin of aspidium. 

Schistosomiasis occurs in the United States in Puerto Ricans and in 
Pacific war veterans. The drugs most used in the treatment of schistosomiasis 
are trivalent antimony preparations, especially fuadin and tartar emetic; 
the former is often effective in vesical schistosomiasis due to S. haematobium, 
but tartar emetic is indicated in S. japonicum and S$. mansoni infections. 
More recently a thioxanthane derivative, Miracil D, which can be given by 
mouth, has been under investigation in Egypt; its effectiveness has not been 
definitely established, but it is to be hoped that a truly curative agent that 
can be given by mouth in schistosomiasis will be found by further research. 
25 references. 2 tables. 7 figures. 


4. Respiratory Disorders and Diseases 


\ Critical Analysis of BCG in the Prevention of Tuberculosis. Milton 
I. Levine, M.D., New York, N.Y. Dis. of Chest. 16: 288-300, Sept. 1949, 


In spite of an apparent wave of enthusiasm over the use of BCG in the 
prophylaxis of tuberculosis, the subject is still highly controversial. Numer- 
ous queries are still being made concerning the safety and ethcacy of the 
vaccine, the degree and duration of immunity, as well as reasons why the 
vaccine has not been used more extensively in the United States. At present 
there is almost unanimous acceptance of the belief that BCG is entirely 
harmless when inoculated into human beings. It is significant that of the 
many millions already vaccinated with BCG throughout the world, there has 
as vet been no authentic case of a tuberculosis death resulting from a virulent 
strain of BCG. Numerous reports have been published concerning the 
eficacy of the vaccine and, with few exceptions, have been favorable. 
However, the vast majority of these reports has been very inadequately 
controlled. The development of a positive tuberculin test following BCG 
vaccination is not by itself suflicient evidence that an adequate degree of 
immunity has been attained by a person or experimental animal. Differences 
in tuberculosis morbidity do not constitute adequate evidence of immunity 
against tuberculosis. From a roentgenographiec point of view the efhicacy of 
BCG should be judged only by its ability to prevent the caseous pneumonic 
type of reinfection tuberculosis, proved bacteriologically. A critical analysis 
is made of the studies on BCG in New York City, Chicago and on Indian 
Reservations. The results of BCG vaccination in Scandinavia reported as 
favorable are in most instances either inadequately controlled or entirely 
lacking in controls. 

The degree and duration of immunity conferred by BCG has not as yet 
been determined. It is probably largely dependent on the potency of the 
vaccine, the method by which it is used, the amount of vaccine used, the 
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age of the vaccine and possibly on the race of the person vaccinated. There 
are several obvious reasons why BCG has not been generally adopted as a 
public health measure in the United States. In the United States anti- 
tuberculosis measures such as case detection, separation of contacts, hospital- 
ization, mass x-ray studies, tuberculin testing of cows, and pasteurization of 
milk have attained a high degree of success. In New York City, with its 
crowded living quarters and Negro population of over 540,000, as well 
as a large Porto Rican population, the tuberculosis mortality of children 
under the age of 15 years it has fallen 92.5% since 1915. Considerable 
further knowledge concerning BCG is necessary before it is accepted for 
general use in the United States. Further knowledge is needed concerning 
1) the actual degree of immunity conferred by the BCG vaccine; 2) the 
duration of immunity following vaccination; 3) the optimum dosage and 
method of administering the vaccine; 4) the effectiveness of the vaccine 
under varying degrees of exposure; 5) the effectiveness of the vaccine in 
different racial groups with various degrees of resistance; 6) the effectiveness 
of the vaccine when given to different age groups; 7) the effectiveness of the 
vaccine when prepared with different culture media; 8) an accurate method 
of stabilizing the potency of BCG vaccine. 23 references. 4 tables.— 
Author's abstract. 


Study of BCG Vaccination at High School Age. Preliminary Notes on 
the Frequency of Tuberculous Infection in Students of 15 to 16 years. 
(Essai de vaccination par le BCG facultative dans une collectivité scolaire. 
Notes préliminaries sur la fréquence de l'infection tuberculeuse chez des 
écoliers de 15 a 16 ans). G. Guye, Chaux- de Fonds, Switzerland. Schweiz. 
med. Wehnsechr. 79: 589-92, July 2, 1919, 

For a number of years tuberculin testing of school children has been 
a regular function of the Swiss school health services. Retesting of children 
every few vears indicated that a certain proportion (in excess of 50°) 
remained tuberculin negative throughout the period of their school attend- 
ance, up to 16 years of age. In addition, a small percentage (4 out of 143) 
were tuberculin negative at 16 years in spite of positive tuberculin tests at 
an earlier age. If it is accepted that lack of sensitivity to tuberculin may 
denote, likewise. lack of resistance to the infection, such individuals should 
be observed with considerable care. The intracutaneous tuberculin test was 
by far the most reliable for the detection of tuberculin positive individuals. 
Both the scratch test (Pirquet) and the patch test missed a number of positive 
individuals. It is urged, therefore. that all individuals for whom BCG 
vaccination is contemplated should be negative to the intradermal injection 
of 1 mg. of tuberculin. Of 173 students in the 15 or 16 year old group 
vaccinated with BCG by searification, none developed unpleasant. side 
effects. There was no local suppuration, no lymphadenopathy of significance, 
and no systemic manifestations of consequence. All vaccinated students 
were re-tested with tuberculin thirty-one days after vaccination. All gave 
positive skin tests (100% take). Two reactions were only 1 plus, while 
all others were 3 or 4 plus. 5 references. 
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Pseudoreactions to the Tuberculin Patch Test. Hermann Vollmer, M.D., 
New York, N. Y. Am. J. Dis. Child. 78: 302-05, Sept. 1949. 

Pseudoreactions to the tuberculin patch test are rare. Their frequency 
increased temporarily when temperature between 50 C and 60 C instead. 
of 100 C were used for the concentration of tuberculin. These pseudo- 
reactions are ascribed to a constituent of tuberculoprotein which acts as a 
primary skin irritant, causing dermatitis. The irritative quality of the 
offending substance seems to be decreased by prolonged heating at a 
temperature of 100 C, Pseudoreactions to the tuberculin patch test occur 
mainly in individuals who are allergic or who have a family history of 
allergy. They differ from true positive reactions in that they appear and 
fade more rapidly; they consist essentially of erythema with or without a 
slight swelling, and they lack the lichenoid-follicular and vesicular form 
elements as well as the induration of positive reactions. A second reading, 
four to seven days after removal of the patch test, may prevent errors; at 
this time pseudoreactions have faded, while true reactions are still visible. 
1] graph.— Author's abstract. 


Para-amino-salicylic Acid in Purulent Pleurisy (Acido p-amino 
salicilico y pleuresia purulenta). Manuel Albertal, Leonardo L. Dobric and 
J. E. Rodrigue Olivares. Dia med. 21: 1565-07. July 21, 1949. 

Three cases of purulent pleurisy complicating pneumothorax therapy 
for pulmonary tuberculosis and one case requiring pleural drainage for 
cardio-respiratory disturbances responded favorably to  intrapleural 
administration of para-amino-salicylic acid (PAS). This remedy is there- 
fore recommended in all cases of purulent pleurisy which prove resistant 
to other clinical and surgical measures. In the first case, streptomycin 
both by local and general administration, had failed to bring the desired 
results. For best results with PAS, the pus should be removed and _ the 
pleural cavity should be irrigated weekly. The patient is instructed as to 
the best posture and type of respiration for permitting longest contact of 
the drug with the affected tissues. 7 references. 


Fulminating Course of Pulmonary Gangrene in Boy of Nine Years 
(Ueber eine foudroyant verlaufene Lungengangran bei einem neunjahrigen 
Jungen). Claus Volbrandt. Arch. f. Kinderh. 137: 27-31, 1949, 

A boy of 9 years who had been bedridden for a long period of time 
due to spastic paresis of both legs, suffered repeated attacks of pneumonia 
leading to |lronchiectasis following an attack of bronchopneumonia. Due 
to his depleted general condition and lowered resistance, anaerobes pro- 
liferated in the bronchiectases, as sites of minor resistance. A mild 
pneumonia developed suddenly into a serious, febrile condition, with 
fetid breath and elastic fibers in the sputum. Roentgen examination 
revealed both lower fields infiltrated and extensive bronchiectasis. Autopsy 
confirmed the diagnosis of pulmonary gangrene. The latter condition seems 
more common in children than would be judged from the literature. 
9 references. 
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Pulmonary Haemosiderosis. Alan C. Lendrum, M.D., Royal Infirmary, 
Dundee, Scotland. Edinburgh M. J. 56: 235-36, June 1949. 

In the mitral stenotic with right ventricular hypertrophy, skiagraphy 
may show pulmonary nodules during life; necropsy shows them almost 
invariably. The nodules are groups of adjacent alveoli stuffed with 
phagocytes carrying hemosiderin. Microscopy reveals fibrosis of the 
adjacent stroma, due in part to iron deposition on elastica and reticulin 
with consequent breakdown of these specialized tissues. It is concluded 
that the origin of the hemorrhage is the bronchopulmonary anastomoses 
of the lining of the terminal air passages. Identically distributed 
hemosiderin foci may be found in the case with hypertension if the terminal 
breakdown is prolonged. 2 references.—Author’s abstract. 


Medical Management of Bronchial Asthma. P. W. Hardie, M.D., 
Hamilton Canada. Canad. M.A.J. 61: 264-70, Sept. 1949. 

The etiologic factors in bronchial asthma are listed and discussed, 
and the methods of attacking each are given. The primary factors of 
allergy and emotional tension each may vary in importance from 10% 
to 90°7 in any given case. Bronchial asthma is induced by the interaction 
of emotional tension in a respiratory tract sensitized by a constitutional 
allergy and its attendant infections. Emotional tension is precipitating and 
maintaining. Secondary factors are the vicious circle of anxiety, increasing 
sensitivity to non-specific irritants, and nervous breathing habits. 
Psychologie management consists of gaining the patient’s trust, liking and 
respect by painstaking investigation and sympathetic interest in all aspects 
of the case. Common sense explanation and subtle suggestion are the 
main weapons. In children, the parents must be managed as well as the 
patient. Conventional, symptomatic and anti-allergic treatment is best 
withheld in mild to moderate cases until the patient, through his own 
efforts, has been able to induce considerable relief. Psychologie treatment 
is not a panacea, but will often produce dramatic improvement. Three 
typical case histories are presented. 5 references.— Author's abstract. 

Sarcoidosis. A Review of Eleven Cases Including Two Autopsies. 
Ralph H. Nestmann, M.D., Charleston, W. Va. West Virginia M.J. 45: 
2410-46, Sept. 1919. 

Sarcoidosis is still an incompletely understood disease. In order 
to keep this possibility in mind in the diagnosis of obscure (or obvious) 
conditions, a plan of study is suggested. Any case of pulmonary disease 
with radiologic evidence of enlarged hilar glands, usual or unusual 
parenchymal shadows and skin or eye lesions should be investigated for 
sarcoidosis. This study should include routine sputum examinations for 
acid-fast bacilli, bronchoscopic examination with study of bronchial 
aspirations for acid-fast bacilli and malignant cells, serial Mantoux tests, 
guinea pig inoculation of sputum or gastric washings, determination of the 
protein concentration of the serum, serum calcium and biopsy examination 
of skin lesions, tonsil, lymph node, or subcutaneous nodule. 
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These patient complaints were noted in this order of decreasing 
frequency: weight loss, productive cough, exertional dyspnea, eye symptoms, 
skin lesions, night sweats, orthopnea, weakness, nausea and vomiting, 
chills, fever, anorexia and lymphadenopathy. Of 11 patients studied, 10 
were negroes and 1 was white. Ages varied from 19 to 61 with 10 being 
45 or less. All patients but one showed abnormal chest roentgenograms. 
No bone lesions were found. Complete blood studies failed to reveal any 
consistent pattern. Sedimentation rate was elevated in all cases. Electro- 
cardiograms in 4 patients revealed no definite correlation to pulmonary 
disease. Three patients had positive Mantoux tests. Hyperproteinemia was 
usually present as was hyperglobulinemia, but this was not present in all 
patients at all times, indicating the need of several serum protein studies. 
Two cases are reported in detail. The first was admitted to a tuberculosis 
sanatorium with an unconfirmed diagnosis of pulmonary tuberculosis on 
the basis of the chest film. All studies failed to reveal evidence of acid-fast 
bacilli. Several months later the sputum became highly positive for 
acid-fast bacilli, and a eavity in the left apex appeared. Tissue studies 
antemortem showed sarcoidosis. Postmortem examination — revealed 
sarcoidosis, tuberculosis and emphysema. The other case was under 
treatment for asthma and died during an asthmatie attack. Tissue studies 
antemortem showed sarcoidosis. Postmortem examination confirmed that 
diagnosis, together with emphysema. 

The diagnosis of sarcoidosis is rarely evident. Eight patients had these 
complications or associated conditions: asthma, glandular tuberculosis, 
pulmonary tuberculosis and paroxysmal auricular tachyeardia, pulmonary 
tuberculosis, emphysema and asthma, adenocarcinoma of the breast 
and pregnancy, hepatomegaly (cause undetermined) and lues. atelec- 
tasis, saccular eylindrical bronchiectasis, and lues. Sarcoidosis 
may be suspected clinically but pathologic confirmation is essential to 
establish the diagnosis. Thus we see that sarcoidosis is an uncommon 
disease but by no means a rare one. Possibility of this diagnosis should 
be kept in mind in studying skin, eve. and chest diseases. 12 references. 
6 figures.— Author's abstract. 


Lipopneumonia as a Result of Prolonged Use of Liquid Parathn for 
Nose Drops (Eine Oelpneumonie nach jahrelangen Gebrauch von fliissigen 
Paraffin als Nasentropfen). P. H. Rossier and A, Biihlmann. Schweiz. méd. 
Wehnsechr. 79: 685-86. July 30, 1949. 


A woman 50 years old was admitted to the hospital for cardiac 
distress and progressive dyspnea on exertion. Roentgen examination of 
the lungs revealed diffuse clouding of the lower fields, increasing descending 
dullness and bronchial respiratory rales. For the past twenty years she 
had been using liquid paratlin as annasal spray for rhinitis sicea and was 
also in the habit of using about 150 ec. of oil weekly for nasal drops. It 
was unavoidable that large quantities of this oil had gained access to the 
lungs. The sputum contained fat droplets, and she continued to expectorate 
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oil long after the habit had been discontinued. It is hoped that some of the 
pulmonary changes may still be reversible. She suffered respiratory 
difficulty because of the diminished lung volume. Her vital capacity was 
only 1250 instead of 2700 cc. Improvement followed injection of adrenalin, 
The dyspnea was regarded as due in part to a spastic bronchial reaction 
to the presence of a foreign body. Pulmonary tuberculosis was excluded. 
3 figures. 19 references. 


5. Cardiovascular Disorders and Diseases 


Calcified Aortic Valve. C. E. Davies and R. E. Steiner, Sheffield, 
England. Brit. Heart J. 11: 126-36, April 1949. 

This paper reports 14 cases of calcified aortic valve and describes 
a method of diagnosis by tomography. The literature is reviewed. The 
disease oceurs chiefly in men (12 males, 2 females) who are past middle 
life, the average being just over 50 years (range 27 to 71 years). Four gave 
a history of acute rheumatism; none gave evidence of syphilis. There may 
be no symptoms (4 cases). The symptoms complained of were dyspnoea 
(9 cases, angina pectoris (8 cases), syncope or dizziness (6 cases) and 
edema (1 case). Cardiac enlargement was present in 8 patients. Pulse 
pressure ranged from 30 to 115 mm. Hg. Nine patients had a basal systolic 
thrill, and all had a basal systolic murmur which was propagated to the root 
of the neck. The aortie second sound was absent in all but 3 cases. Six 
patients had aortic diastolic murmurs. The E.C.G. was normal in 3 
subjects; 11 showed left axis deviation or left ventricular strain and, of 
these, one showed left bundle branch block, one 2:1 A-V block and one 
showed the features of anterior coronary occlusion. 

All patients were examined by means of fluoroscopy, overpenetrating 
X-rays and by tomography. Tomography was carried out with the patient 
lying supine in the left posterior oblique position; the tube was centred 
10 em. below the suprasternal notch in the mid-line. Three or four 
horizontal sections were taken at 1 em. intervals, above and below an 
arbitrary plane 13 to 14 cms. above the table-top. This method demonstrated 
the calcified valve in all 14 cases; in only 6 could the valve be demonstrated 
by fluoroscopy and in only 4 by overpenetrating X-rays. Four of the 14 
cases died within two years of diagnosis; 3 suddenly and unexpectedly and 
1 of congestive cardiac failure. Sudden death is particularly likely in 
patients who have suffered attacks of syncope. 68 references. 7 figures. 
—Author’s abstract. 

Right Ventricular Stenosis (Bernheim’s Syndrome). Terence East and 
Curtis Bain, Cardiological Departments of King’s College Hospital and 
Harrogate General Hospital, London, England. Brit. Heart J. 11: 145-54, 
April 1949, 

Right ventricular stenosis (Bernheim’s syndrome) may be found 
in patients with hypertension or aortic stenosis. The symptoms suggesting 
failure of the right ventricle come on early, and may be transient at first. 
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The pulmonary circulation remains free from embarrassment, and the 
patient is free from orthopnea, even to the end. The clinical diagnosis is 
confirmed at autopsy by the state of the lungs and transverse section of 
the ventricles. There are no cardiographic changes peculiar to the condition. 
8 references. 8 figures.——Author’s abstract. 


The Physiological and Biochemical Basis for the Use of Vitamin E 
in Cardiovascular Disease. W. E. Shute, E. V. Shute and Arthur Vogelsang, 
London, Canada. Ann. Int. Med. 30: 1004-08, May 1949. 


The early obstetric and gynecologic uses of Vitamin E are reviewed 
briefly but it is pointed out that this “bit part” is not all that could be 
hoped for from this versatile agent. Its biochemiec role would indicate a 
very wide field of activity in metabolism, notably in muscular organs. 
Extensive animal studies in all of 7 common experimental species point 
to E-deficiency producing myocardial degeneration, often with electro- 
cardiographic changes analogous to those seen in degenerative cardiac 
lesions in man. In dogs and cats, spontaneously developing heart disease 
has been helped by the administration of alpha tocopherol to such a degree 
that some animals in failure have regained normal function. Deficiency 
of vitamin E in North American diets is shown to be very general, and some 
possible causes are discussed. Govier’s study of the enzyme systems of 
failing heart muscle suggests the underlying similarity of the action of 
digitoxin and alpha tocopherol on such muscle. The authors regard the 
use of alpha tocopherol in cardiovascular disease as chemotherapy rather 
than substitution therapy. since very large doses are needed, doses beyond 
the apparent physiologic requirement. Short of large dosage, little is 
achieved. 35 references. Author's abstract. 


Alpha Tocopherol in Buerger’s Disease. Part 1. Evan Shute, B.A.. 
V.B., London, Canada. Seminar |: 32-37, Sept. 1919, 


In 1917 the author and his collaborators began to treat patients of 
this type with alpha tocopherol. A table of 23 consecutive, unselected 
private patients is presented. indicating in detail the results achieved. 
Of the 23 cases listed, 2 are unfortunate controls and one is too recent 
to permit conclusions to be drawn. Of the remaining 20 cases, 3 have not 
been helped, 3 were doubtful and 11 were benefited. Seven of the 20 
cases were greatly helped. Seven cases have been followed for a year 
or more, and all 7 were benefited. All these cases were diagnosed elsewhere 
and had had the usual classical treatment prior to alpha tocopherol. It can 
be seen. therefore, that they were not selected for ease of management. 
One patient was self-treated, stopped treatment when he got help, and 
then was forced to return to his alpha tocopherol. Diagnosis and 
sympathectomy are discussed, the latter in critical detail. Comment is 
also made on the use of tobacco. 10 references. 1 table.——Author’s abstract. 
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Studies on Coronary Heart Disease. Part 1: The Fundamentals of 
Alpha Tocopherol Therapy. Wilfrid E. Shute, M.D., London, Canada. 
Seminar 1: 13-18, Sept. 1949. 

The imperfections of the electrocardiogram in the diagnosis and 
prognosis of coronary heart disease are mentioned briefly. This is the 
first series known to the writer where electrocardiograms on patients taking 
alpha tocopherol have been reported. All of the patients described here 
were diagnosed by other cardiologists, and many of the first tracings belong 
to these previous examinations. Serial tracing on 8 patients are shown, 
together with brief reports on their clinical course. This is the first of a 
long series of such papers, most of the tracings to be reproduced being 
taken on “stabilized” patients. 11 references.-—Author’s abstract. 


Recent Advances in the Pathogenesis and Treatment of Essential 
Hypertension. G.E. Wakerlin, M.D., Chicago, Ill. Ann. Int. Med. 31: 312-18, 
Aug. 1919, 

Essential hypertension is due fundamentally to slight generalized 
arteriolar vasoconstriction of the systemic circulation, with compensatory 
increased force of cardiac contraction. The fundamental pathogenesis of 
this vasoconstriction is not yet established. Increased tone of the vasomotor 
system, a renal pressor effect, or an altered anterior pituitary-adrenal 
cortex relationship may be involved. Within the genus, essential hyperten- 
sion, there may be three or more species of hypertension corresponding 
to these mechanisms, and others presently unknown. Cortico-hypothalamie 
imbalance may exert an effect through any of these three mechanisms and 
unquestionably this factor, through increased vasomotor tone, plays an 
aggravating role even though the elevated blood pressure of essential 
hypertension may be primarily on a renal, endocrine, or other basis. 

Obviously the treatment of essential hypertension is still relatively 
unsatisfactory. Medical management includes psychotherapy, judicious 
re-ordering of the patient’s living, and the intermittent use of sedatives, 
particularly when the first two measures do not relieve nervous tension. 
The nitrites, nitrates, and xanthine derivatives may be used, although their 
value is questioned. Sodium thiocyanate is on the wane although, with due 
allowance for its shortcomings, the drug may have some value. The possible 
antihypertensive effects of protein and of sodium chloride restrictions are 
being redetermined. Certain sympathetic blocking drugs are under study. 
Antihypertensive renal and marine oil principles are still in the animal 
stage of investigation. Of the many other medicinal agents recommended 
for essential hypertension, none has been shown to be of definite value. 
Sympathectomy may be curative in a minority of essential hypertensive 
patients and of possible value in others. Further and more critical studies 
of the surgical treatment of essential hypertension are necessary. The 
solution of the enigma of essential hypertension is dependent upon further 
work in the laboratory and clinic, looking toward determination of causes, 
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pathogenesis, and more exact pathophysiology. Once these are known, 
treatment will become rational, specific, and more effective. 5 references- 
Author's abstract. 


The Shoulder-Hand Syndrome: a Complication of Coronary Artery 
Disease. A. W. Hilker, M.D., Eau Claire, Wis. Ann. Int. Med. 31: 303-11, 
Aug. 1949, 


In recent years Sudeck’s atrophy, causalgia or reflex dystrophy of 
an extremity involving a shoulder and hand has been noted as resulting 
from causes other than trauma. There are multiple conditions that produce 
a reflex dystrophy of an upper extremity; all, however, simulating the 
post-traumatic syndrome, as myocardial infarction, post-traumatic, post- 
hemiplegic, post-herpetic and with cervical osteoarthritis. This great variey 
of causes originating far apart from each other, and apparently involving 
the involuntary nervous system without definite segmental distribution, has 
given rise to the recent and most acceptable neurophysiologic explanation, 
namely, involvement of the internuncial pool in the spinal cord. The 
syndrome, following myocardial infarction or coronary artery disease, has 
been described in the literature, but reports have been few in number. 
In the past two years the author has collected 11 cases of this postcoronary 
syndrome. The incidence of this condition has previously been reported to 
be 10°, to 22°, of all the patients having myocardial infarction. It is 
probable, however, that a great many cases of myocardial infarction in the 
first <everal weeks have some degree of ischemic changes of one or both 
hands. In some. the condition is transient and completely reversible: in 
others. minor but extremely annoying residuals remain. In approximately 
20 to 25°, of the cases irreparable trophic changes of skin, tendons. muscle, 
fascia and bone lead to definite incapacity. 

In the first stage the hand is swollen. painful, tender, warm and 
discolored. A patient may recover completely at this point or he may go 
into a second stage. Here the swelling disappears, but the pain and 
stiffness are persistent and progressive and movement becomes further 
limited. The hand usually becomes colder: the skin becomes thin and more 
attached to underlying structures. The muscles become atrophic and the 
hand loses its normal softness. the tendons are thickened and tender and 
the palmar fascia may be involved. An x-ray of the hand shows marked 
tropic changes of the metacarpal and hand bones. If the shoulder is 
involved, there is a burning, painful joint. with limitation of motion and 
roentgen evidence of trophic changes of the end of the humerus. Even at 
this stage the pathologic process may be interrupted and partly reversible. 
Most persons who have gone on to this second stage, however, are crippled 
permanently to some degree. The process may continue and go into a 
third stage. The end result or third stage is a contracted, claw hand with 
thickening and shortening of the tendon sheaths and palmar fascia, atrophy 
of the muscles and further trophic changes of the bone. The hand is cold, 
hard, stiff, contracted and immobile. 
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The possible factors in the development of the shoulder-hand syndrome 
following myocardial infarction are listed, as are the factors that may 
reverse this process. In any severe myocardial infarction there is decreased 
cardiac output, hypotension, and evidence of forward failure with ischemia 
and tissue anoxia. These factors lead to a decreased local tissue nutrition 
which may be the active stimulus to the internuncial pool which sets up a 
vaso-spastic response leading to the reflex dystrophy of the shoulder-hand 
syndrome. On the other hand, when the myocardium becomes healed and 
a normal cardiac output is restored, there is normal vascular tension. This 
leads then to normal tissue metabolism, normal local tissue nutrition, and 
therefore one would expect a normal vascular response which in turn would 
lead to the recovery of the shoulder-hand syndrome. If, however, the 
pathologie process in the spinal cord and internuncial pool is too far 
advanced due to the decreased local tissue nutrition, even good return of 
cardiae function may not alter the shoulder-hand syndrome. The damage 
already done is irreparable. Similarly, a persistent myocardial insufficiency 
will make the process irreversible. Reflex dystrophy due to injury is treated 
by a sympathetic block, but one hesitates to carry out such a procedure 
in a patient with myocardial infarction.—Author’s .abstract. 


Coronary Sclerosis as a Symptom of Xanthomatosis. Mueller’s 
Syndrome. Gunnar Welin, Medical Clinic, Sahlgren’s Hospital, Gothenburg, 
Sweden. Acta med. Seandinay. 134: 53-60, May 21, 1949. 


The exact role of lipoid metabolism in the pathogenesis of arterio- 
sclerosis is not understood, but it has been assumed by a number of observers 
that an increased amount of Cholesterol in the plasma is of considerable 
importance. Lesions resembling human atherosclerosis have been produced 
in experimental animals kept at persistently high plasma levels of cholesterol. 
Xanthomatosis as seen in medical practice forms a_ parallel to such 
experimental observations. In this systemic disorder hypercholesterolemia 
is associated with lipoid deposits in skin, internal organs, tendons and 
arterial intima, particularly in the coronary arteries. The familial and 
hereditary pattern of this disorder is well known. 

A family of three brothers and three sisters is reported in detail. 
All presented external evidence of xanthomata. The blood cholesterol 
levels in the living members of the family (aged 29 to 47 years) ranged 
from 202 to 614 mg.©>. The oldest brother died of coronary occlusions. 
All but one of the siblings showed evidence of coronary disease by 
physical examination or electrocardiographic tracings. The two eldest 
brothers had a clear-cut pattern of past posterior infarction. The family 
history indicated that in the preceding generation 5 of 7 siblings had died 
an acute cardiac death between the ages of 51 and 58. One child, aged 12, 
had a blood cholesterol level of 372. The patient dying during the course 
of the study showed, on autopsy, severe coronary arteriosclerosis which 
in no way differed qualitatively from that encountered in the absence of 
manifest hypercholesterolemia. The main therapeutic attempts to reduce 
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the blood cholesterol levels utilized diets low in lipoids, particularly 
cholesterol, and administration of thyroid. Four weeks of such therapy were 
not followed by any significant decrease in cholesterol blood levels. 19 
references. 


Right Bundle Branch Block and Cardiac Infarction. 
London, England. Brit. Heart J. 11: 137-44, April 1949, 


The cardiographic pattern was analysed in 72 cases of right bundle 
branch block and the modifications of the cardiogram of infarction in the 
presence of right bundle branch block are described. In anterior infarction, 
significant Q waves are absent in lead I; the R-T segment assumes a 
characteristic shape in lead I or I, showing elevation without bowing, and 
it is often followed by a T wave of normal appearance. When T inversion 
takes place in lead I or II it more certainly indicates infarction than T 
inversion in normal conduction because this change does not occur from 
left ventricular preponderance in cases with right bundle branch block. 
In precordial leads, the infarct is more often shown in lead V 1 or CR 1 
than would be expected in normal conduction and this appears to be 
independent of the septal extension expected in cases of bundle branch 
block. The cardiogram of posterior infarction is not modified by the 
presence of right bundle branch block except that in some cases T is 
upright in lead V 1 or CR 1. The limb leads and lead V 1 or CR 1 established 
the diagnosis of cardiac infarction in the 31 cases with the combined lesion 
described in this paper. 22 references. 1 table. 5  figures.-—Author’s 
abstract. 


Peter Meyer, 


Bundle Branch Block with Spontaneous Remission after 18 Months. 
William H. Bates, Cottonwood, Ariz. Arizona Med. 6: 21-3, June 1949. 


Spontaneous remission of bundle branch block after a duration of 
one year or longer is comparatively rare. The case reported is that of a 
37 year old man who complained of gas, indigestion and chronic fatigue. 
Chest x-ray revealed marked cardiac enlargement with hypertrophy of the 
left ventricle. Fluoroscopic examination showed minimal pulsation of all 
cardiac borders. Electrocardiogram showed auricular and ventricular rate 
84 per minute, normal sinus rhythm, P-R interval 0.16 seconds, QRS 0.14 
seconds, and left bundle branch block. No improvement was noted on 
anti-constipation regimen and elixir of phenobarbital, and electrocardiogram 
approximately nine months later showed auricular and ventricular rate at 
107 per minute, normal sinus rhythm, P-R interval 0.14 seconds, QRS 0.12 
seconds, tachycardia, and left bundle branch block. Nine months later 
the patient reported some improvement, and electrocardiogram taken at 
that time showed auricular and ventricular rate 84 per minute, normal sinus 
rhythm, P-R interval 0.16 seconds, QRS 0.08 seconds, bundle branch block 
absent, and left axis deviation. 


Any type of bundle branch block is considered to be definite evidence 
of heart disease. Coronary and hypertensive heart disease, chronic rheumatic 
cardiac disease, acute infections, such as acute rheumative fever and 
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diphtheria, syphilis, thyrotoxicosis, neoplasm, congenital heart disease, 
drugs such as quinidine, and vagal influences are conditions or causes 
associated with bundle branch block, and there are other cases where the 
cause is obscure, which is the type reported here. Comeau, Hamilton and 
White suggest that, under certain conditions, the bundle branch conducts 
impulses within certain limits of rate but not when the rate is increased. 
In this case the block is present at rates 84 and 107 per minute. Normal 
conduction rate is 84 per minute. Kurtz reported cases where bundle 
branch block was present from a few months to ten months. Willius, 
Anderson and Bishop suggest that some cases of transient, complete block 
are associated with periods of cardiac inadequacy, and disappear with 
the return of competent cardiae function. These cases had no cardiac 
symptoms with the bundle branch block. Canter reported a case of left 
bundle branch block with spontaneous emission while electrocardiogram 
was being taken. The prognosis has always been poor, but with this 
accumulation of cases the outlook may be more favorable. 6 references. 
3 figures.—Author’s abstract. 


The Heart Rate With Exercise in Patients With Auricular Fibrillation. 
J. A.C. Knox, London, England. Brit. Heart J. 11: 119-25, April 1949. 
The response of the heart rate to a standard step-test was investigated 

in a series of 13 ambulant patients with auricular fibrillation. The exercise 
was 5 ascents of 2 steps each LO inches high beginning and ending in the 
sitting posture, and its total duration was about twenty seconds. The 
heart beats were electrically recorded on a smoked drum throughout 
exercise and were counted in five-second periods. The maximum heart rates 
reached during the step-test were much higher than in normal subjects. 
No correlation was found between any of the heart rate indices (initial rate, 
maximum rate, acceleration of the heart rate, percentage increase, actual 
increase, and post-exercise rate) and the clinical condition of the various 
patients. The curve of heart rate in the fibrillation patients during exercise 
differed from that of normal subjects in the following three ways. First, 
in some of the fibrillation cases a brief fall in heart rate occurred at the 
beginning of exercise. Second, an almost constant feature was a sudden 
delayed acceleration of the heart rate commencing about twelve seconds 
after exercise had begun and probably caused by a sudden diminution in 
vagal tone. Third, after the end of exercise the heart rate fell very slowly 
compared with the normal subjects. In spite of the complete irregularity 
of the ventricular rate, the response to exercise in a given fibrillation 
patient was reasonably constant. Digitalis, while failing to abolish the 
exaggerated increase in heart rate, appeared to diminish it to a considerable 


extent. 7 references. 1 table. 6 figures.—Author’s abstract. 


Mitral Stenosis in Later Life. Harold Cookson, London, England. 
Brit. Heart J. 11: 155-64, April 1949, 

Results of observations on 38 cases with mitral stenosis ranging in 
age from 51 to 77 years were reported. Women outnumbered men by 
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3 to 1, and most of the patients were seen in private practice. A clear 
history of rheumatic fever or chorea was given by 13, and in a further 8, 
heart disease or a valve lesion had been diagnosed in early life. In 4 cases 
the first known attack of rheumatic fever occurred at the age of 34 or later. 

All patients had lead normal active lives up to the sixth, seventh 
or eighth decade, and 15 of the 21 married women had had children. 
When first seen 32 patients had auricular fibrillation, and 2 had auricular 
tachyeardia; the onset of an arrhythmia seems to coincide nearly always 
with the first appearance of symptoms. Hypertension was present in a 
high proportion. 

The criteria of diagnosis were given. The x-ray appearances of the 
heart and great vessels, which differ in some ways from what has been 
regarded as the characteristic picture of mitral stenosis, were described. 
Prognosis, cause of death, and necropsy findings (3 cases) were considered. 
The etiology of the valve disease was considered to be rheumatic in all 
cases, and the reasons for the latency of the lesion until late in life were 
discussed. Reasons were given for thinking that the diagnosis of mitral 
stenosis in later life is often missed. 12 references. 3 tables. 13 figures. 
Author's abstract. 


Traumatic Coronary Thrombosis with Myocardial Infarction. Post- 
mortem Study. Hyman Levy. New York, N.Y. Arch. Int. Med. 814: 261-76, 
Aug. 1919, 

Direct violence to the unexposed in human and animal experi- 
mentation, particularly following steering wheel accidents, is known to 
he capable of producing contusion to the heart muscle of varying extent. 
There have been several references, which suggest but do not seem to prove 
conclusively. that external violence to the unexposed human chest has 
resulted in direct contusion of the coronary vessels with resulting myocardial 
infarction. In the case reported, the sequence of events in a 53 year old 
woman who was studied previous to her accident points very clearly, we 
believe, to the accident as the direct causative agent in contusion to a major 
coronary artery resulting in coronary thrombosis and resulting extensive 
myocardial infarction. 

Nine months before the accident the patient was hospitalized for throm-- 
bosis of a cerebellar artery and studied for hypertension uncomplicated by 
coronary disease. Her accident was caused when her son lost control of the 
automobile. The patient was thrown from the back seat, striking her mid 
and left chest. She suffered immediate left chest pain which persisted for 
several hours and was followed by an extensive eceymosis of her precordium, 
(as well as other parts of the hody ). Electrocardiograms., taken serially, 
showed classical progressive changes of infarction of the anterior wall of the 
left ventricle. She seemed to be doing well but on the thirteenth hospital day 
death occurred suddenly. At autopsy, a complete occlusion just beyond the 
origin of the left anterior descending coronary artery was found, with large 
areas of myocardial infarction, chiefly of the anterior wall of the left 
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ventricle. The histologic age of the occluding thrombosis was consistent with 
the clinical age of the accident. Microscopic sections of the occluding throm- 
bosis showed it to have arisen from a subendocardial hemorrhage and at one 
point the intima was destroyed and the subintimal hemorrhage coalesced with 
the occluding thrombosis. There were no other injuries or eceymosis of the 
heart or pericardium nor was there any extensive pericardial effusion. 24 
references. 6 figures.—Author’s abstract. 


Toxicity of Thioeyanates Used in Treatment of Hypertension. Warren 
F. Gorman, Emanuel Messinger, and Morris Herman, New York, N. Y. Ann. 
Int. Med. 30: 1054-59, May 1949, 


Thiocyanate has been used in the treatment of hypertension, producing 
a reduction in systolic and diastolic blood pressures by 60 and 40 mm. 
respectively, a feeling of well being and relief of headache. Weekly blood 
determinations should be made and the patient observed for skin eruption 
and mental changes. The effective and safe blood level is usually between 
5 and 14. mg.°% of blood. Intoxication with thiocyanate produces coryza-like 
symptoms, pruritis, maculopapular eruption and exfoliative dermatitis, 
edema of the larynx and glottis, thrombophlebitis and Fiedler’s myocarditis, 
anemia and reduction of serum protein and blood cholesterol. Thyroid 
enlargement, similar to that following thiourea compounds, has been noted. 
Convulsive twitchings and a toxie psychosis, especially in fatal cases, are 
seen. Autopsies show no specific anatomic changes. The renal excretion of 
thiocyanate is extremely variable, as is the amount retained in the tissues. 
The liver yields the highest concentration of the drug. The minimum lethal 
dose of thiocyanate for man (calculated from guinea pig experiment) may 
be between 15 and 30 Gm. On plotting the total thiocyanate intake on fatal 
human cases, the amount of thiocyanate consumed was principally in the 
vicinity of 15 Gm. Some individuals show toxie reactions to extremely small 
doses of the drug. suggesting drug sensitivity. Three fatalities have occurred 
when the blood level was 3.3, 4.2 and 7.0 mg.‘¢ respectively. A case of 
toxic psychosis developed at a blood level of 12 mg.‘;. A new fatal case, the 
fifteenth fatality due to this drug, is reported. 28 references. 2 tables.— 
Author's abstract. 


The Use of Anticoagulants in the Treatment of Diseases of the Heart 
and Blood Vessels With Special Reference to Long Term Anticoagulant 
Therapy. William T. Foley, M.D.. New York, N. Y. J. Missouri M. A. 
46: 643-45, Sept. 1949, 


Since the discovery of heparin by McLean and the isolation of 
Dicumarol by Link, great strides have been made in the treatment of throm- 
boembolic diseases. Phlebitis and pulmonary emboli were successfully 
treated by Allen and his group at the Mayo Clinic. These results are con- 
firmed by Swedish investigators. Wright and the cooperative clinic group 
showed statistical improvement in the treatment of coronary artery throm- 
bosis. The author gives his experiences with long term administration of 
anticoagulants, from fifteen to thirty months. Four cases of rheumatic heart 
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disease with multiple emboli were so treated. Embolization ceased under 
treatment and did not recur. Nine cases of recurrent thrombophlebitis and 
phlebitis migrans were treated with continued subsidence of the thrombosing 
tendency. Five cases of recurrent coronary thrombosis have been maintained 
from fifteen to nineteen months on Dicumarol. No new thrombosis occurred 
while on the drug. The author stresses the dangers involved in the above 
therapy and insists on adequate laboratory control. 7 tables.—Author’s 
abstract. 


The Diagnosis of Intra-auricular Thrombosis in the Living. Julian 
Arendt and Leonard Cardon, Chicago, Ill. Radiology 53: 371-78, Sept. 1949. 

In view of recently performed operations on the left auricular append- 
age as a prophylactic measure for recurrent emboli and the development of 
more eflicient anticoagulants, the clinical diagnosis of interauricular throm- 
bosis deserves more attention. It is demonstrated on x-ray films that not only 
the calcified thrombus but also the soft intra-auricular thrombus which fills 
the left auricle can be recognized as a particular elevation of the third left 
heart segment. This elevation represents the appendage of the left auricle 
and remains prominent over an otherwise flat heart contour. It is located 
between the pulmonary conus segment and the ventricular elevation. The 
segment taken up by the left auricular appendage under pathologic con- 
ditions is a variable one. Variable also is the direction of the dilatation of 
the left auricle: backward, to the right, or “eccentric” to the left. In conse- 
quence, the displacement of the esophagus varies between early backward 
displacement, displacement to the right or left heart border. The esophagus, 
during the progression of dilatation, slips over the summit of the auricular 
cone to the lateral wall of the auricle and follows the lateral wall pressure. 
An intermittent postural superior vena cava syndrome is described as a sign 
of possible value in the diagnosis of mural thrombosis in the right auricle. 
29 references. 6 figures.—Author’s abstract. 


Nonsurgical Treatment of Peripheral Vascular Disorders. Walter 
Redisch. M.D... New York, N.Y. J. M. Soc. New Jersey. 46: 368-75, 
Aug. 1919. 


In the treatment of peripheral circulatory disturbances. the general aim 
is to prevent circulatory insufliciency, or, if already established, to check its 
progress. and to maintain compensation once it is accomplished. A 
“peripheral vaseular routine” is described. This includes a ban on the use 
of tobacco, moderate intake of aleohol (by mouth) daily, avoidance of rye 
grain, a meticulous foot-care program: avoidance of exposure to cold and 
wet: wearing of proper footwear; Buerger’s exercises. This program should 
be followed by all patients with peripheral arterial insufficiency, by all who 
are threatened with possible arterial insufficiency, and by all who give even 
indirect evidence of such a syndrome. Indirect evidence includes: severe 
general artierosclerosis, diabetes, tendency to arterial spasm, and chronic 
trench foot. 
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Management of chronic venous insufficiency entails proper use of 
elastic bandages, sleeping with foot of bed elevated, and walking exercises 
with elastic bandages in place. Surgical methods are required for treatment 
of scalenus anticus syndrome, cervical rib and transverse spinous process 
syndrome. Sometimes a patient sleeps with his arms elevated, thus pro- 
voking, in appropriate cases, a scalenus anticus syndrome. In such instances, 
the patient must learn to change his sleep posture. Spastic arterial disease 
(including Sudick’s atrophy, post-traumatic arterial spasm, ete.) may be 
treated with the so-called “active” vasodilators, such as Roniacol, Priscoline 
and procaine. These drugs may also be effective in certain “causalgias” and 
in the vascular syndromes associated with reflex dystrophy. Aminophyllin, 
ascorbic acid with histidine, and niacinamide have not been found to cause 
peripheral vasodilatation. Nitroglycerin seems to have visceral action only. 
The effects of histamine are apparently confined to the minute blood vessels. 
Tetra-ethyl ammonium chloride is undesirable as a therapeutic, although 
it is valuable in diagnosis. If “active” vasodilators do not sutlice, repeated 
paravertebral block, or, sympathechomy preferably, may be indicated. In 
certain vocations (such as those requiring use of pneumatic tools), the 
occupational factor may be so important that change of vocation may be 
necessary, although in favorable cases this may be avoided by use of 
Roniacol or other vasodilators. 

Raynaud’s disease is most effectively treated by sympathectomy fol- 
lowed by large doses of vasodilators, such as Roniacol. Secondary Raynaud’s 
phenomenon is usually a psychoneurotic manifestation, requiring psycho- 
therapy. It is rare to find a secondary Raynaud’s phenomenon superimposed 
on organic vascular disease. Vasoneuroses, in general, are helped by 
calcium, but psychotherapy is the only definitive treatment. Erythromelalgia 
(Weir Mitchell’s disease) reacts well to local cooling and to aspirin. No 
specific treatment has been effective in periarteritis nodosa nor in dissemi- 
nated lupus erythematosus. Kaposi’s multiple hemorrhagic sarcoma is treated 
best by x-ray; other tumors are treated by surgery if necessary. Glomus 
tumor may require amputation of a phalanx or even of a whole finger. Rendu- 
Osler’s disease is treated by electrocoagulation. The practitioner must be on 
the alert for bleeding and be prepared to treat the secondary anemia. In 
obliterating endarteritis, therapy depends on the cause; if the cause is 
unknown, intravenous typhoid vaccine should be tried. Buerger’s disease 
requires the usual “vascular routine”, plus vasodilators, if there is consider- 
able superimposed spasm. Sympathectomy is rarely required for the spasms 
in Buerger’s disease. Intravenous saline injections are ineffective. Heat 
boxes, massage or forms of gross physical therapy are dangerous. The vaso- 
oscillating Sanders’ bed may be helpful since, in effect, it provides a sort of 
mechanized Buerger’s exercise. Rest pain is briefly helped by intermittent 
venous occlusion. The pavex boot is not entirely safe, because of thrombo- 
phlebitis or ulcerations. Obliterating arteriosclerosis is, in general, managed 
like a case of Buerger’s disease. In addition, a low fat and low cholesterol 
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diet is prescribed. In obese patients, reduction in total caloric intake is 
necessary. Diabetes must be controlled rigidly (the degree of control being 
appraised by blood sugar findings), with emphasis on diet. 

Gangrene should be prevented by enforcement of a rigid “vascular 
routine”, proper use of vasodilators, and, if spasm is a major problem, by 
sympathectomy or nerve block. If ulceration occurs, these measures are 
instituted, but penicillin (300,000 units daily) is advisable to combat 
infection. Local treatment is directed at keeping the area clean, covered and 
rested. This is done with Furacin, penicillin cream, sterile boric acid oint- 
ment or other appropriate topical applications. The limb is wrapped in 
cotton, and a cradle (unheated) is used to prevent mechanical injury. Acute 
arterial occlusion is managed by the following regimen: intravenous or 
intra-arterial papaverine, intravenous procaine, keeping the limb warm (but 
not heated), and use of vasodilators (such as Roniacol) if results are 
favorable. within three to six hours. Hf preliminary response is not 
favorable, paravertebral nerve block should be done, and later sympathee- 
tomy if the patient’s condition permits. The use of anticoagulants or simul- 


taneous ligation of the vein have not proved effective. Embolectomy is 
indicated if occlusion is due definitely to embolism in an otherwise healthy 
vessel. Acute thrombophlebitis is treated with anticoagulants if the patient is 


seen before pulmonary embolism has occurred, and if there is no contra- 


indication. Tf pulmonary embolism has already supervened, venous ligation 


is indicated, as well as anticoagulant therapy. Contraindications to anti- 


coagulant therapy are: blood dyscrasias. liver disease, purpuric states. and 


rheumatic endocarditis if the patient has a “bleeding tendeney”. Venous 


ligation is always bilateral unless the vena cava has to be ligated. In early 


calf cases, bilateral femoral vein ligation distal to the profunda braneh is 


sufhicient. The anticoagulant regimen starts with simultaneous administration 
of Heparin and Dicumarol by mouth. Heparin 100 mg. intravenously should 


he given, repeating the dose in four hours, and again in eight hours. On 
the next day the same dose is given 3 times at eight hour intervals. At the 
same time, 300 mg. of Dicumarol are administered (by mouth) on the first 


day and 200 on the next day. Heparin is discontinued after the second day, 
but Dicumarol is continued under rigid laboratory control. keeping the 
prothrombin time at about 20° of normal. The base value for each patient 
must be determined before treatment begins. If hemorrhage occurs, 70 mg. 
of vitamin K should be given intravenously. 

Varicosities of the superficial veins, if uncomplicated. may be managed 
with elastic bandages applied while the limb is elevated and the varices 
empty. Severe ulcers are treated at rest, the veins draining into the area 
ligated. Tyrothricin helps clear up small ulcers. Dried blood cell foam has 
been highly recommended. In chronic cases, repeated use of an Unna boot 
may be helpful. Complicated varicosities and some large ulcers call for 
surgical intervention. The superficial ulcers of chronic perniosis heal easily 
under scarlet red or balsam of Peru if injury by cold is avoided. In acute 
frostbite, cold wind preferably applied by fans, plus attention to surgical 
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complications will usually suffice. Chronic frostbite is managed with the 
“vascular routine.” Arteriovenous fistula, if congenital, is usually multiple 
and may sometimes be managed well by elastic bandages. Acquired fistula 
is treated surgically, with the therapist alerted to the possibility of cardiac 
accidents. Vasomotor disturbances may occur during the climacteric in men 
or women. These may respond to substitution therapy. However, sex 
hormones, by themselves, have not proved to be useful in the general treat- 
ment of peripheral vascular disease. 


6. Genitourinary Disorders and Diseases 


New Physiologic Procedures for Exploration of the Normal and 
Diseased Kidney (Nuevos proceedimentos fisologicos de exploracion del 
rinon sano y del rinon enfermo). Jean Hamburger, Paris. Semana méd. 
56: 90-100. July 14, 1949. 


A new simultaneous test for the coefficients of excretion of mannitol and 
para-aminohippuric acid is described. The respective clearances of these 
two substances is shown in two consecutive periods of twenty minutes. In 
normal subjects the clearance of manitol is more than 100 ce., indicating 
the degree of glomerular filtration. The clearance of para-aminohippurie 
acid is more than 400 cc, (provided plasma concentration does not exceed 
10 mg. per liter). This clearance corresponds to a renal extraction of nearly 
all the para-aminohippuric acid brought to the kidney, depending on the 
excretory eflicieney of the renal tubules and the blood flow through the 
kidneys. Practically, this test constitutes a method for more precise and 
certain detection of renal insufficiency, permitting demonstration of glomer- 
ular changes in the initial phase of glomerulonephritis. It also provides a 
spleudid renal test for eases of hypertension and may reveal organic changes 
before these could be demonstrated by any of the classic methods. 


Furfuryl Trimethyl Ammonium Iodide (FTIA) for Postoperative 
Urinary Retention. Morris A. Goldberger, M.D., Robert Landesman, M.D. 
and Jacob B. Burke, M.D., New York, N.Y. Am. J. Obst. & Gynec. 58: 
376-84, Aug. 1919. 

Urinary retention and difficulty in initiating micturition have been 
frequent complications following abdominal and vaginal operations. The 
associated discomfort and disability have resulted in prolonged hospitali- 
zation. The urinary bladder is supplied by both parasympathetic and 
sympathetic nervous systems. Division of the sympathetic fibers does not 
interfere with micturition, whereas section of the parasympathetic fibers 
causes paralysis of the bladder. A new parasympathomimetic drug, furfuryl 
trimethyl ammonium iodide, commercially known as Furmethide, was used 
to reduce and prevent postoperative urinary distention in gynecologic 
surgery. 

At first, this drug was given subcutaneously in doses of 2.5 to 3 mg. 
Several minutes after the injection a diffuse flush was observed which was 
followed by generalized diaphoresis and moderate salivation. Five minutes 
later there was pain over the bladder area. Micturition occurred in from five 
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to twenty minutes after the parenteral administration. Because of the col- 
lateral effects of subcutaneous administration, oral therapy was studied. Ten 
to 20 mg. were given initially and continued at 10 mg. 3 times a day until 
satisfactory voiding occurred. The side effects were absent or mild. Furme- 
thide was first administered to patients with prolonged retention varying from 
three to ten days. Spontaneous micturition usually began within one to two 
days after therapy. More recently the drug was given early, as soon as the 
patient had reacted from the anesthesia, with satisfactory results. In this 
study 100 patients received the medication without serious toxic effects. There 
were two failures which were attributed to severe urinary tract infection and 
trauma associated with the use of indwelling catheters. The presence of 
vaginal packings does not contraindicate the use of the drug. If definite 
obstruction of the urethra or bladder neck is found, Furmethide should not be 
used. Furmethide was administered for postoperative urinary retention 
following gynecological surgery in 100 cases (in 41 vaginal and 59 
abdominal operations). No serious toxic effects were observed. The routine 
use of Furmethide orally in doses of 10 mg. 3 times a day is an adjuvant in 
the prevention of urinary retention following gynecologic surgery. 6 refer- 
ences. 7 figures.—Author’s abstract. 


Recent Advances in Our Knowledge Concerning the Nephrotic Syn- 
drome. David Seegal and Arthur R. Wertheim, Long Island College of 
Medicine, Brooklyn, N. Y. Bull. New York Acad. Med. 25: 605-24, Oct. 
1949. 

The chief features of the nephrotic syndrome are generalized edema, 
hypo-albuminemia and heavy proteinuria; hypercholesterolemia and 
lipidemia are usually present. In young children the nephrotic syndrome is 
usually described as lipoid nephrosis, but cases of lipoid nephrosis may 
eventually show the characteristic symptoms of chronic glomerulonephritis. 
In adults, the nephrotic syndrome is a phase of chronic glomerulonephritis; 
recent studies have shown that this nephrotic phase occurs at some time 
in the majority of cases of chronic glomerulonephritis if the course of 
the disease is prolonged. As the nephrotic phase does not appear 
during the course of pyelonephritis and arteriolar nephrosclerosis, its 
presence may be of value in the differential diagnosis of kidney disease in 
patients who are first seen in renal failure. Subclinical forms of the nephrotic 
syndrome may be detected by determination of the serum albumin and serum 
cholesterol. A patient with chronic glomerulonephritis may not notice a 
slight edema, or the edema may be noted and attributed to non-renal factors. 
If the serum albumin is abnormally low, this indicates the presence of the 
nephrotic phase; if the serum cholesterol is high, this is confirmatory. 

In the treatment of the nephrotic phase, low salt diet is at present 
regarded as the best method of controlling the edema. Recent studies have 
indicated that the administration of sodium lactate, sodium acetate and 
potassium acetate may induce satisfactory diuresis in the nephrotic phase, 
but this method of treatment requires further investigation. The administra- 
tion of gum acacia has also been found to produce satisfactory diuresis in 
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the nephrotic syndrome, but the long retention of acacia in the body and its 
deposition in the liver limit its general use. Recently, the intravenous 
administration of salt-poor normal human serum albumin has been found to 
produce a satisfactory diuresis in approximately one-half of the patients 
with the nephrotic syndrome, but this diuresis is temporary. Janeway and 
his associates have recently treated a small group of children showing 
nephrosis by the induction of measles; a prolonged diuresis was induced in 
5 cases of lipoid nephrosis and in 3 out of 7 cases of children showing the 
nephrotic phase of chronic glomeronephritis. This diuresis was more pro- 
longed than that induced by salt-poor normal human serum albumin. 53 
references. 1 table. 4 figures (graphs). 


Acute Renal Insufficiency; A Comparison of the Use of an Artificial 
Kidney, Peritoneal Lavage and More Conservative Measures in its Manage- 
ment. E. E. Muirhead, J. Vanatta and Arthur Grollman, Dallas, Texas. 
Arch. Int. Med. 83: 528-38, May 1949. 


Renal insufficiency may be associated with many different conditions. 
The use of artificial measures in these cases is compared to a more conserva- 
tive approach to this problem. A review of cases supported by artificial 
measures does not demonstrate conclusively that these measures were 
responsible for survival. Dangers inherent in these procedures are pointed 
out. 


It has been considered frequently that survival following the utilization 
of an artificial measure to remove waste products from the body constitutes 
sufficient justification for its use since the mortality rate in renal insufficiency 
is so high. Moreover, an early grave condition has been depicted. The authors 
point out that the clinical well being of patients with anuria or severe oliguria 
during the first eight to twelve days depends greatly on the management of 
their electrolyte and water balance. In their experience with 27 consecutive 
cases of severe renal insufficiency due to tubular nephropathy the mortality 
rate has not been high (15°. ). These results were attained with a manage- 
ment including the following features: 1) overcoming peripheral vascular 
failure, when present, by the prompt administration of whole blood or 
plasma; 2) administering only such amounts of water and glucose solutions 
during renal insufficiency as needed to prevent dehydration and no salt except 
in the amount lost by diarrhea, vomiting, suction or profuse sweating; 
3) administering adequate amounts of salt and water when diuresis develops 
so as to maintain near normal water and electrolyte balance. Attempts have 
been made to maintain nutrition during the entire period. Excessive amounts 
of water and salt during renal insufficiency may precipitate a deteriorating 
state. The discussion is not aimed at discrediting the idea of artificial 
measures. It is emphasized that a conservative approach appears to save 
many of these patients and is not attended by dangers equal of those of 
artificial measures as conducted at present. 14 references. | table. 6 figures. 
—Author’s abstract. 
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Renal Hypertension of Dental Origin (Hypertensién renal de origen 


dentario). H.V.M. Fericola. Dia méd. 21: 1397-99. July 4, 1949, 


Two cases are reported in which nephritis and high blood pressure 
resistant to other treatment responded to clearing up of multiple advanced 
dental foci and properly fitted dentures. 


7. Gastrointestinal Disorders and Diseases 


Thymol Turbidity test, Takata-Ara’s test and Gros’ test in Icteric 
conditions. /nger-Louise Marner, Kommunehospital, Copenhagen, Denmark. 
Acta Med. Seandinay. 134: 40-47, May 21, 1949. 


Three liver function tests, the thymol turbidity test, Takata-Ara and 
Gros’ tests were performed repeatedly at weekly intervals on 536 patients 
with clinical jaundice. Each test was performed 2.754 times. In acute 
hepatitis the thymol turbidity test was positive most frequently. Among 
381 patients with acute hepatitis, 86° were shown to have positive thymol 
turbidity tests, whereas the Takata-Ara test was positive in only 33% and 
the Gros’ test in only 22>. In cases of subacute hepatitis all 3 tests gave a 
very high incidence of positive reactions, with no clear-cut advantage in the 
use of any one test. In 20 cases of hepatic cirrhosis a positive Takata-Ara 
test was found in 75°. a positive thymol turbidity test in 55°, and a 
positive Gros’ test in 35°. It was not uncommon to find a highly positive 
Takata-Ara reaction associated with a negative thymol turbidity test. In 
obstructive jaundice due to gallstones (23 cases) all 3 tests were positive in 
less than 10°7. In obstructive jaundice due to neoplasm the Takata-Ara test 
was positive in about 50°, the others in less than 10°). Among 21 cases of 
metastic carcinoma of the liver all 3 tests were positive in about 50°. 

On the basis of laboratory and clinical correlations the following 
outline is proposed as a basis of interpretation. If the thymol turbidity test 
is positive and others are doubtful, it is suggestive of acute hepatitis. If 
all three tests are positive. moderately or strongly, it is suggestive of sub- 
acute or chronic hepatitis. If the Takata-Ara test is strongly positive and 
thymol turbidity test is doubtful, it is suggestive of cirrhosis. 26 references. 


Hypersplenism. Charles A, Doan, Ohio State University, School of 
Medicine, Columbus. Ohio. Bull. New York Acad. Med. 25: 625-50, 
Oct. 1949. 


In hypersplenism, the normal function of the spleen is pathologically 
exaggerated, with resulting destruction of normal blood cells. Rarely is 
only one type of cell involved, i.e., there is rarely a pure hemolytic, 
thrombocytopenic or neutropenic syndrome; all these types of blood cells 
may be involved with resulting panhematopenia. Primary hypersplenism 
is a hyperinstability of the spleen, sometimes inherited as a Mendelian 
dominant gene factor (as in congenital hemolytic icterus): in other cases 
of primary hypersplenism, direct human inheritance is difficult to establish, 
but it may be a recessive characteristic, rarely manifesting clinically. In 
such cases hypersplenic episodes or crises may occur spontaneously or as 
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the result of physiologic stresses, such as trauma, infections or normal 
pregnancy. The four types of primary hypersplenism—congenital hemolytic 
icterus, thrombocytopenic purpura, splenic neutropenia, splenic panhemato- 
penia, may run a chronic course, or may show acute hemoplastic crises. 
In the author’s clinic it has been found that in hypersplenism the bone 
marrow shows maximum compensatery hyperplasia, with normal maturation 
and accelerated delivery of the specific blood cells that are being destroyed 
by the hyperactive spleen, producing an excessive peripheral demand for 
these cells. When the bone marrow becomes inadequate, the spleen must 
be removed promptly; after removal of all splenic tissues, no further 
indadequacy or incompetence of the bone marrow has been noted. 

Hypersplenism may also be secondary to other diseases, including 
congestive splenomegaly (such as Banti’s disease), infiltrative splenomegaly 
(due to specific infection, Hodgkin’s disease or Boeck’s sarcoid), and 
neoplastic splenomegaly. In such conditions, a hemoclastic crisis may 
occur, and this is an indication for splenectomy, independently of the 
basic disease. In such cases in which splenectomy has been done, no 
exacerbation of the basic disease has been noted, and as a rule the establish- 
ment of a more normal blood equilibrium by removal of the hyperactive 
splenic tissue has been beneficial in the further treatment of the basic disease. 
36 references. 3 tables. 10 figures. 


Nitrogen Balance Studies in Chronic Peptic Ulcer Disease. Thomas S. 
Sappington, M.D. and Henry L. Bockus, M.D., Philadelphia, Pa. Ann, Int. 
Med. 31: 271-81, Aug. 1949. 

The protein requirement of 5 patients with chronic peptic ulcer has 
been studied by means of nitrogen balance surveys as well as the more 
routine chemical analyses. Two of these patients gave evidence of a previous 
nitrogen deficiency and hence an increased requirement of protein; another 
patient was probably in a similar state; a fourth patient was probably not 
suffering from protein deficiency; the fifth patient had no demonstrable 
protein deficit. Each patient had had a suboptimal protein intake before 
admission to the hospital. The serum proteins were definitely low in but 
one patient—one of the two persons shown to have a protein deficiency. 
Anemia was not present in any patient. It should be emphasized that in 
all of these cases satisfactory relief of symptoms and ulcer healing took 
place despite the fact that the diets given some patients were deficient in 
protein. We are advocating the administration of a moderate surplus of 
protein to these patients and feel that it is not necessary to prescribe 
excessive amounts of protein for patients in moderate nitrogen deficit in 
order to accomplish ulcer healing. Nitrogen, 15 Gm., or 95 Gm. of protein 
are suggested as a minimum daily intake for patients in this group. If the 
diet is to be restricted to milk, a food substance rich in whole protein 
(e.g.. calcium caseinate of skim milk powder) should be added to meet 
this requirement. The oral administration of protein hydrolysates would 
seem to offer no advantage over whole protein in these patients. 1 refer- 
ence. 5 tables.—Author’s abstract. 
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Nitrogen Metabolism in Chronic Idiopathic Ulcerative Colitis and Its 
Therapeutic Significance. Thomas S. Sappington, M.D. and Henry L. Bockus, 
M.D., Philadelphia, Pa. Ann. Int. Med. 31: 282-302, Aug. 1949. 

The overall metabolism of 5 patients suffering from chronic ulcerative 
colitis has been studied. All were found to have protein deficiencies as 
determined by nitrogen balance study on admission to the hospital. Three 
of the patients presented no signs of undernutrition on physical examination. 

Positive nitrogen balance could be achieved and maintained in these 
patients by giving diets moderately high in protein with or without the 
parenteral administration of protein hydrolysates or blood. Although difficult 
to prove by observation under clinical conditions, it was our opinion that 
parenterally administered protein hydrolysate was relatively well-utilized 
by these patients. The hydrolysate was probably not as beneficial as an 
equivalent amount of protein given orally, but was advantageous when used 
to supplement a high oral intake of protein. Large fecal losses of nitrogen 
were not common and when present seemed to be due to purulent or bloody 
exudate rather than unabsorbed food (even when the dietary intake was 
high). No patient improved clinically unless positive nitrogen balance 
had been achieved and maintained. In 4 instances positive nitrogen balance 
preceded clinical signs of improvement by several weeks. Follow-up studies 
on 2 of these patients and another to be reported elsewhere indicated that 
high protein feeding for several months may be necessary to correct the 
protein deficit in these patients. 

It is not claimed that chronic idiopathic ulcerative colitis is primarily a 
manifestation of protein deficiency and no attempt has been made to compare 
the therapeutic efficiency of high protein administration with the other 
generally accepted forms of treatment (e.g., chemotherapy, psychotherapy 
and antibiotics). It is probable that all of these measures may be important 
in bringing about a remission. However, we wish to emphasize the pre- 
valence of protein deficiency in these patients and to point out that positive 
protein balance may be a necessary (though doubtless not sufficient) 
condition for clinical remission. We would like to suggest also that the 
period of time required for complete restoration of tissue protein may be 
quite lengthy and that a partially corrected unrecognized chronic protein 
deficiency may be a very important factor in permitting relapse of the 
disease. 8 references. 5 tables.—Author’s abstract. 


The Etiology and Treatment of Chronie Ulcerative Colitis (Non- 
specific). Anthony Bassler, New York, N.Y. Am. J. Digest. Dis. 16: 275-85, 
Aug. 1919, 


The various theories connected with the etiology of non-specific 
ulcerative colitis are discussed. Attention is drawn to the fact that very 
little is known about the physiology of the colon and the very meagre data 
we have is predicated only on x-ray examinations which fall far short of 
what is required to know or to unders‘and any chronic disease of the colon. 
This disease is illustrative of so many diseases and disorders in which many 
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in the profession “run before being able to walk”, often tending to question- 
able assumptions and more questionable methods of treatment. Minute 
pathologie features of the colon are discussed since these are factors in the 
production of the disease upon which secondary infections are engrafted. 
The disease makes its intermittent advances from reinfections from the 
colonic and pericolonic glands, a factor in the systemic handling of the 
disease to which no attention is paid. In the clinical differentiation, two 
types must be distinguished; the mucosal, mostly a left-sided involvement 
and comparatively easy to treat and cure; and, second, the lymphatic in 
which the lymph structures are deeply infected and represent the more 
serious forms, difficult to treat and in which the results from therapy are 
limited as compared to the mucosal, and from which most of the surgical 
cases are recruited. The author believes that the natural immunities that are 
built up early in Jife are short for hereditary reasons. This permits para- 
sitic bacteriologies to develop and the toxicities from them have inimical 
effects on the colon. In this there are several different genus types of 
organisms that can be destructive. Of these, the most common offenders 
are the organisms of the coliform group in which a high hemolytic B. coli 
and B. dysenteriae occur. The organisms of the streptococcus types are 
secondary infections, yet this mixed infection becomes especially important. 
Without the organisms of the Escherichia forms operating first the strepto- 
cocci are not important and cannot produce the disease, and therapeutic 
attention paid to the streptococci alone is commonly worthless. 

The author presents twenty years of work in 542 cases in which 392 
were carefully observed for more than two years and 69° were cured, 
about 28° were benefited sufficiently to work and carry on reasonable 
activities, and 8°7 required surgery. The methods of treatment employed 
were rest, ample protein diets, correction of emotional disturbances, 
attention to allergies, vitamins, liver injections, vaccines, mercurochrome 
and small blood transfusions to overcome reinfections, sedation drugs at 
times, and, occasionally, appendecostomies for irrigation purposes. The sulfa 
drugs and recent antibiotic measures give only limited values compared 
to the other measures. The author claims that this is, usually, a medical 
disease for long periods of time, and if treated conscientiously, and with 
detail and study, very few cases would require surgery. The incidence of 
sequential carcinoma must be watched carefully, this having been present 
in about 1°, of the cases. 35 references.—Author’s abstract. 


The Use of Nisulfazole in the Treatment of Ulcerative Colitis. C. B. 
Wills, M.D., Denver, Colo. Rocky Mountain M.J. 46: 743-46, Sept. 1949. 

This paper reports the use of nisulfazole in 24 cases of ulcerative 
colitis. Nisulfazole, 2-(p-nitro-benzene sulfonamide )-thiazole was supplied 
in two forms, tablets of 0.8 Gm. with 50 mg. ascorbie acid for oral 
administration, and as a 10°; suspension in pectin for rectal instillation. 
In the majority of cases, ulcerative colitis begins in the rectum and the 
more proximal colon is involved by direct extension. Hence the use of a 
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medication which can be administered directly or topically has much 
to recommend it. 

The term ulcerative colitis as used in this report describes that large 
group of cases which show a characteristic type of diffuse ulcerative 
inflammation of the rectum and colon which cannot be ascribed to any, 
etiologic agents. The cases were classified as being in various stages of 
acute and chronic phases and ranged from a mottled discoloration to 
polypoid hyperplasia. Several cases were presented in detail describing 
symptoms, sigmoidoscopic appearance, treatment and response: cases of 
ulcerative colitis requiring ano-rectal surgery were included. All of this 
series received nisulfazole as rectal instillations of 1 to 3 ounces by means 
of a No. 18 catheter and bulb syringe. The suspension as viewed at intervals 
through the sigmoidoscope spread well above sigmoidoscopic range in a 
few minutes and coated evenly the mucosal surfaces for observed periods 
of two to six hours, without redosage in some cases. Acute cases received as 
many as 8 to 12 instillations daily of 1 to 2 ounces without ill effect. There 
were no complications of any kind noted with the use of nisulfazole sus- 
pension. All of the patients in the acute phase showed prompt improvement. 
Seven of the 10 patients classified as being in the active stage of the chronic 
phase showed improvement and have continued without undue symptoms 
to the present time. The remaining 3 of this group have had intermittent 
exacerbations and remissions of varying severity. Nine cases out of the 
24. showed little, or only temporary, improvement. Despite the small number 
of cases, a certain degree of enthusiasm is warranted regarding its efficacy. 
It cannot be considered a cure, but its value in controlling the active stages 
of ulcerative colitis is unquestioned. Those that show involvement of the 
entire colon and evidence of chronic damage and polypoid hyperplasia fail 
to show improvement. There were no toxic or ill effects noted in any case 
regardless of the total amount of nisulfazole suspension used or length of 
time employed. It appears to be a valuable adjunct to the preoperative and 
post-operative care of cases requiring surgery. Author's abstract. 


Medical and Surgical Treatment of Peptic Ulcer. Chester M. Jones, 
Harvard University Medical School. Boston, Mass. Bull. New York Acad. 
Med. 25: 488-504, Aug. 1949, 


A general review of the modern treatment of peptic ulcer; the treatment 
of uncomplicated duodenal ulcer is primarily medical; certain complications 
require surgical treatment. Surgery is more frequently indicated in gastric 
ulcer because of the danger of unrecognizable cancer.— Author's abstract. 


Evaluation of Clinical Methods in Gastro-intestinal Disease. A. Allen 
Goldbloom and Abraham Lieberson, New York, N. Y. Am. J. Digest. Dis. 
16: 290-97, Aug. 1949, 


Four hundred thirty-nine proven cases of peptic ulcer in our private 
and hospital practices are reviewed to determine the role played by 
anamnesis, sex, season and gastric acidity. Five percent of these cases 
revealed positive x-ray evidence of ulcer in the presence of a non-suggestive 
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anamnesis. This indicates that the history is not always suggestive or 
pathognomonic of peptic ulcer. To increase the reliability of the anamnesis, 
“atypical” symptoms should be watched for in the patient’s history, 
especially in certain constitutional types. There is a 3.4:1 ratio of men to 
women in peptic ulcer, similar to the ratios obtained in the pre-war era. 
We did not find the typical “spring and fall” seasonal recurrence of peptic 
ulcer symptoms so often mentioned. Recurrences appear to depend more 
on neurogenic factors, such as emotional or mental conflict, rather than on 
season. Gastric acidity values were not characteristic of peptic ulcer. 
Hyperacidity was frequently found in functional conditions as well as 
in ulcer. Thus routine gastric analysis should not be considered an 
indispensable laboratory test in the differential diagnosis of peptic ulcer. 
24 references. 4 tables. 3 figures.—Author’s abstract. 


Biotoxic Intestinal Conditions of the Acid Fermentation Type. Anthony 
Bassler, New York, N. Y. Rev. Gastroenterol. 16: 708-15, Sept. 1949. 


Drawn from the latter day observations of this condition, attention is 
focused on the importance of the fermentation anaerobes and the insigni- 
ficance of organisms of the Coli types. The condition is widespread and 
common and it is seemingly bound up with the production of “acidosis”, 
anxiety states, functional heart conditions, hypertrophic arthritis, persistent 
skin conditions, toxic eye states and vasomotor disturbances. A distinct 
invalidism may be present. Obesity or hypertension is common, and benefits 
brought about by reduction and rice diets are not so much due to the diets 
specified for these conditions as to the benefits brought about by reducing ‘he 
intestinal condition. An irritative type of diarrhea (constipation is never 
present) and spasms in the colon are resulting states. Gallbladder 
pathologie changes and hypercholesteremia are often seen. 

In the diagnosis, the importance of stool and urine specimens under 
known conditions of diet is stressed, the characteristic observations being 
presented. The bacteriologic methods important to observe are described, 
and the author’s method of phage studies is given. The urine observations 
from break-down of carbohydrates are significant for suggestive diagnosis 
in initial ways. 

The author believes that depressive mental states and chronic fatigue, 
and sometimes the production of disease in the central nervous system or 
errors of function in the sympathetic system require these types of examina- 
tions for understanding and treatment of these disorders. He presents data 
to note that hepatobiliary states are secondary to the long-standing of this 
low-grade colon infection, and his results in treating gallbladder states were 
very much improved when treated in intestinal ways solely. The treatments 
consisted of high protein and low fats and carbohydrate diets. The rectal 
instillation of certain strains of B. coli which he advanced in many of his 
papers still remains the sheet anchor of treatment, with half of the cases 
cured permanently, about one-quarter very much benefited, and another 
quarter requiring more treatment from time to time. Discouraging results 
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were met with in the use of colonic irrigations and the biologies and sulfa 
drugs. Alkalis are of symptomatic benefit. Further studies on the putrefac- 
tive, the combined forms, and chronic types of special types of infections are 
to be presented. 5 references.—Author’s abstract. 


The Concurrence of Migraine and Peptic Ulcer. Martin S. Kleckner, 
Jr. and Bayard T. Horton, Rochester, Minn. Gastroenterology 13: 141-43. 
Aug. 1949. 


Peptic ulcer was present in 13 (3.1) of 417 cases of typical migraine 
observed in one section at the Mayo Clinic in a period of five years. The 
diagnosis of peptic ulcer was confirmed by roentgenologic examination. 
In 11 of the 13 cases the ulcer was situated in the duodenum; in the 2 
remaining cases it was situated in the stomach. In all cases the initial attack 
of migraine occurred before the first symptoms of the ulcer were observed, 
the time ranging from three to forty years and averaging about twelve 
years. There was evidence of an anxiety reaction pattern in all of the 13 
cases. No relationship between the attacks of migraine and exacerbation 
of peptic uleer was demonstrated. Another type of chronic headache, namely 
histaminic cephalgia, had been known to antedate acute duodenal ulcer. 
8 references. 1 table.—Author’s abstract. 


Recent Advances in Gastrointestinal Physiology. J. E. Thomas, M.D. 
Department of Physiology, Jefferson Medical College, Philadelphia, Pa. 
Gastroenterology 12: 545-60, April 1949. 

A survey of the recent literature dealing with gastrointestinal physio- 
logy reveals the following trends and developments. The old idea of an- 
tagonistic action of the sympathetic and parasympathetic autonomics is giv- 
ing way to a more rational concept involving coordination and frequent 
synergistic action. Extensive experience with vagotomy has revealed that 
the depression of gastric motor and secretory functions is more persistent 
in the human than in experimental animals after comparable operations. 
The evidence suggests that complete vagotomy, if it were possible, might be 
dangerous. The concept of the neurogenic etiology of disease is, momen- 
tarily, popular. It is suggested that a rational basis for this concept demands 
a demonstration of appropriate neuronal mechanisms. Recent further proof 
of the domination of the autonomic system by the hypothalamus and of the 
intimate functional relation of the hypothalamus to the neocortex con- 
tributes to the required demonstration. The use of hormones or other 
physiologically active substances from the intestine in the diagnosis or 
treatment of gastrointestinal disease is still in the experimental stage. 
Secretin promises to be useful in the diagnosis of advanced pancreatic 
disease. The presence of an anti-uleer factor in the intestinal mucosa has 
been demonstrated, but its therapeutic application is proving difficult. 
The occurrence in the pyloric portion of the gastric mucosa of a gastric 
secretory hormone (gastrin) other than histamine has been confirmed. 
Recent work suggests, but does not prove, that the chemical phase of gastric 
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secretion is dependent on the presence of the intact vagus innervation and, 
conversely, that the nervous phase is dependent on the hormone gastrin. 
Other instances of interdependence of nervous and humoral mechanisms are 


discussed. 95 references.—Author’s abstract. 


The Use of CO, and Air as Antispasmodies. Paul Cave, Reading, 
England. Brit. J. Radiol. 22: 216-23, April 1949, 

Spasm is a frequent cause of narrowing of the lumen of many parts 
of the gastrointestinal tract. It may exist with or without demonstrable 


organic disease. In radiologic examinations it is of vital importance to 


distinguish organic from spastic narrowing. Sudden inflation of the sus- 
pected part of the gut with CO, or air under pressure will cause temporary 
distention in spastic conditions, but will not widen the lumen in the presence 
of organic stricture. The esophagus and stomach can be rapidly inflated 
by CO. from a Seidlitz powder. One half of the powder is dissolved in 
half an inch of water in a tumbler. The second half is added, but not stirred, 
and the patient is instructed to drink the mixture in one draught. In cases 
of achalasia the spasm will relax, as with the nitrites, producing complete 
or almost complete descent of barium into the stomach. The test should be 
made with the esophagus not more than a third full of barium. The suggested 
physiologic explanation of this phenomenon is the “myenteric reflex” 
described by Bayliss and Starling, in which stimulation causes dilatation 
below and contraction above the point stimulated. 


In cases of organic stricture from carcinoma or fibrosis, there will be 
no response to inflation except such as may be due to an associated spastic 
element. Occasionally this element is considerable. Inflation has been found 
of value in the investigation of ulcerative esophagitis and of webs and 
constriction bands associated with Plummer-Vinson’s Syndrome. Gastric 
spasm commonly occurs in the pars media, prepyloric and pyloric regions. 
These parts can be distended with gas if the patient is suitably positioned. 
Enough thin barium cream is given to fill the pyloric antrum. The patient, 
sitting on the couch, drinks the Seidlitz powder and immediately turns 
into the left lateral reeumbent position. Then, under screen control, the 
patient is rotated into the optimum left oblique supine position to show the 
suspected area to the best advantage. Films are taken as required. The 
method allows rapid distinction between spastic and organic hour glass 
contraction of the pars media, irregularities of doubtful origin on the greater 
curvature and in the prepyloric region, and differentiation between spastic 
and organic conditions of the pylorus. It also accelerates filling of the 
duodenal cap when the pylorus is spastic. In the colon, inflation is by air 
introduced with a Higginson’s syringe after evacuation of a barium enema. 
Fibrous and neoplastic strictures fail to dilate, while areas of spasm will 
show normal distention. The method is simple, rapid and safe, and in 
many cases gives valuable information. In achalasia of the cardia it should 
render the use of nitrites unnecessary. 11 references. 8 figures.—Author’s 
abstract. 
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Fibrocystic Disease of the Pancreas. W. J. Watheson, WV. D. St. Mary’s 
Hospital, London, England. Brit. M. J. 4620: 206-10, July 23, 1949. 

After a brief review of the literature with particular reference to 
that of England, where few cases have so far been reported, the author 
describes 7 cases of fibrocystic disease of the pancreas. It is emphasised 
that this is a common disease, since these cases constituted 2°, of all 
children’s medical admissions to a London teaching hospital over a period 
of fifteen months. Inheritance of the disease by incomplete dominance is 
suggested; in 2 cases a suggestive family history was obtained. in one 
involving all 3 previous members of the family. Pathologic investigations 
confirmed Farber’s (1944) finding that the disease affects mucus secreting 
glands throughout the body. the lesions resulting from inspissation of 
viscid secretion; absence of normal mucus from the bronchial tree is 
responsible for the susceptibility to pulmonary infections. The author 
considers that a diagnosis can be made on clinical grounds alone but he 
stresses that an accurate history is essential and that close questioning may 
be required to obtain this. The very offensive smell of the stools is 
characteristic but absence of trypsin from the duodenal juice does not, 
invariably. signify the presence of fibroeystic disease. Results of treatment 
were disappointing. for 5 of the 7 cases died of bronchopneumonia despite 
specific dietary therapy and appropriate chemotherapeutic and antibiotic 
agents given for the pulmonary infections. Since it is the latter which 
determine the prognosis, it is suggested that attempts to liquify the abnormal 
mucus in the bronchial tree by some such substance as hyaluronidase might 
lead to better results in the treatment of this disease. 27 references. 
6 figures.——Author’s abstract. 


The Influence of Aleohol on the Intravenous Galactose Tolerance Test. 
Lawrence Greenman, James S. Tipping, and Jack D. Rosenbaum, Pittsburgh, 
Pa. Am. J.M. Se. 217: 644-57, June 1949. 


Ethyl aleohol in small amounts temporarily and significantly impaired 
the galactose tolerance test of 17 healthy adults. Although the abnormal 
findings were almost certainly due to impairment of the ability of the 
liver to remove galactose from the blood stream, there was no evidence of 
a concomitant general impairment of liver function. In all the procedures, 
galactose was administered rapidly intravenously, as a 50°, solution in 
distilled water, in dosages of 0.4, 0.5, and 0.6 Gm. per kg. of body weight. 
The response of 10 of the subjects to galactose alone was first established, 
and then the influence of a single oral dose of alcohol determined. Doses of 
0.26 to 0.10 ce. of 95° aleohol per kg. of body weight, 15 minutes before 
galactose, resulted, approximately, in a four-fold increase of blood levels 
of galactose at forty-five minutes, and a five-fold increase at seventy-five 
minutes. Increasing the time interval to two hours decreased the effect, while 
at three or more hours no abnormality appeared. The minimal effective 
dose of alcohol at fifteen minutes was 0.16 ce. per kg. Alcohol did not 
alter the usual glucose, levulose, or bromsulfalein tolerance tests. In 
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addition, it did not impair further the already abnormal galactose utilization 
in 2 subjects with cirrhosis of the liver. 

The observations of this study are important in interpretation of 
galactose tolerance tests used in the evaluation of hepatic function or of 
the rate of intestinal absorption. They are of theoretical interest with 
respect to the relationship between alcoholism and portal cirrhosis of the 
liver, expecially since, in infants with idiopathic galactosuria, the continued 
failure to utilize galactose derived from the diet may of itself lead to hepatic 
damage. 44 references. 4 tables.— Author's abstract. 


The Differential Diagnosis of Jaundice. Arthur Freedman, Greensboro, 
N.C. North Carolina M.J. 10: 473-76, Sept. 1919. 

Emphasis is placed on the clinical approach. The causes of jaundice 
and the anatomic site of the primary disease process are the factors which 
must be determined before therapy may be instituted. Jaundice is classified 
as prehepatic, intrahepatic or posthepatic, recognizing that icterus is but 
a symptom of bilirubin physiology. 5 tables.—-Author’s abstract. 


Calcified Splenic Cyst. Report of a Case. Mischa J. Lustok and George 
L. Baum, Milwaukee, Wis. Dis. of Chest 16: 329-35, Sept. 1949. 
Calcified splenic cysts are rare. Review of the literature reveals 31 
such instances recorded. We have reported the thirty-second. Discovery of 
the cyst was made on ordinary teleoroentgenograms of the chest. Confimation 
of its location was established radiographically by means of gastrointestinal 
series, intravenous pyelograms, and diagnostic pneumoperitoneum. The cyst 
was asymptomatic. Etiologic background could not be established. 23 
references. 8 figures.—Author’s abstract. 


8. Blood and Lymphatic Disorders and Diseases 


The Present Status of Vitamin B,. in Pernicious Anemia. Edward H. 
Reisner, Jr.. New York, N. Y. Bull. New York Acad. Med. 25: 429-33, 
July 1949. 


It is the purpose of this paper to review briefly the steps leading up 
to the discovery of vitamin B,., to discuss some of the facts we now know 
about it, and to show records of cases treated with it by Randolph West 
and the author. With the discovery of folic acid a new technic of bioassay 
was developed, depending on the fact that certain bacteria required folic 
acid to achieve optimum growth. In 1947 Shorb reported that the growth 
requirements of Lactobacillus lactis Dorner for liver extracts paralleled 
their antianemic potency. This expedited the isolation of vitamin B,. from 
liver by Rickes and his associates. Vitamin B,, is a red crystalline substance 
with a molecular weight of 1630. It contains cobalt, nitrogen and phosphorus, 
but no sulphur. It is obtained from a variety of sources in nature, including 
the manure of cows, chicks and other species, and the liquor produced in 
the production of streptomycin. Its potency in the treatment of pernicious 
anemia was reported by West and confirmed by Spies, who also found 
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it effective in sprue and nutritional macrocytic anemia. Its outstanding 
feature was its potency, doses as small as 4 micrograms being adequate to 
produce a maximal reticulocyte response. 

A series of trails was instituted to extablish the limits of potency, using 
patients on the First and Fourth Medical Divisions of Bellevue Hospital. 
It was found that a single injection of as little as 3 to 6 micrograms produced 
a maximal reticulocyte response, and a total dose of 56 micrograms in one 
patient effected complete hematologic remission, which was maintained for 
four months before relapse. One microgram a day was found to give a 
maximal reticulocyte response and restore the blood count to normal. 
One-half a microgram daily gave a submaximal reticulocyte response. 
The unit potency of B,. was fixed at approximately 1 unit per microgram. 
The next problem to investigate was the effect of B,. on the neurologic 
lesions of combined sclerosis. Four patients with severe neurologic disease 
were treated at the Columbia-Presbyterian Medical Center. The dose 
employed here was 25 micrograms a week .There was marked improvement 
in ability to walk, and gain in subjective and objective motor strength and 
coordination. The neurologic signs, such as Babinski and Romberg signs, 
tended to diminish or to disappear. Vibratory sense, on the other hand, 
improved slowly and only slightly. These patients have been followed. 
and on 25 micrograms a week have maintained their improvement and shown 
no sign of relapse. Bethell demonstrated that B,. was excreted in the stools 
of patients with pernicious anemia in relapse. Berk et al reported that when 
B,. was given by mouth it was ineffective unless gastric juice was given with 
it. From these facts it has been suggested that the role of the intrinsic factor 
of Castle may be to promote the absorption of B,. from the gut, and 
B,. has been suggested to be the extrinsic factor. B,. is ineffective in the 
so-called pernicious anemia of pregnancy, which is cured by folie acid. 

To summarize, it would appear that vitamin B,. is identical with the 
long sought antipernicious anemia fraction of liver. It has an antianemic 
potency of one unit per microgram of crystalline substance, and brings about 
complete hematologic remission, and improvement of the neurologic lesions 
comparable to that obtainable with liver. 22 references.—Author’s abstract. 

Pernicious Anemia Complicated By Syphilis. Report of Three Cases. 
Simon Zivin, Hines, Ill. and George V. LeRoy. M.D.. Chicago, Ill. 
Am. J. M. Se. 218: 179-85, Aug. 1949, 

Three cases of pernicious anemia complicated by syphilis were treated 
with liver extract and then by liver extract with penicillin, when the 
hematologic response to therapy with liver extract alone did not prove 
sufficient. In all cases. the reticuloevte response to liver extract in adequate 
dosage did not achieve the caleulated maximum and was only two-thirds to 
one-third of the estimate. Similarly, the red cell regeneration lagged and 
after three to five weeks a static period was reached, with the red counts 
3.200.000 in the first case and 3,000,000 in the second and third eases. 
Penicillin was then administered in a dosage of 50,000 units every three 
hours for fifteen days, for a total dosage of 6.000.000 units, in conjunction 
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with continued liver therapy. Upon completion of the combined treatment, 
the red cell count in two cases was 4,200,000 and 5,500,000 respectively. 
The third patient, who had been treated with liver extract alone during 
several previous relapses, reached a maximum red cell count of only 
3,500,000, which level had never been exceeded during previous courses 
of therapy. Although penicillin was administered in large dosage from the 
outset of therapy, reactions were not experienced by any of the patients. 
The addition of penicillin for the treatment of syphilis in patients with 
pernicious anemia definitely exerts a beneficial effect in the response of the 
latter to specific therapy. With this combined method of therapy, normal 
reticulocyte and erythrocyte responses should be anticipated. 7 references. 
1 table. 3 figures (chart).—Author’s abstract. 


The Coexistence of Pernicious Anemia and Chronic Lymphatic 
Leukemia. Jack Mason and Steven O. Schwartz, Chicago, Ill. Wlinois M. J. 
96: 197-98, Sept. 1949. 


The simultaneous occurrence in the same individual of two relatively 
common blood dyscrasias, pernicious anemia and leukemia, apparently is 
very infrequent. Since 1900 many supposed cases of this combination 
have been described. However, on reviewing the literature and analyzing 
the cases, only 4 authentic cases were found. To the 4 cases noted, a fifth 
one is added. A 49 year old negro woman was admitted to Cook County 
Hospital in 1946 with history, physical and hematologic evidence of 
pernicious anemia. After adequate liver therapy, the red cell count and 
hemoglobin rose, but the white cell count remained low, with a relative 
and absolute granulopenia. Sternal marrow aspiration revealed a great 
increase in lymphocytes. This was repeated a year later and showed the same 
evidence (33° lymphocytes), and at the present time there are no 
demonstrable lymph nodes and the spleen is not palpable. The patient was 
diagnosed as pernicious anemia complicated by chronic aleukemic lymphatic 
leukemia. It probably is a simple coincidence. This occurrence may be 
expected to increase, since the two diseases occur in the same age group and 
since the lift expectancy has been improved so much in pernicious anemia. 
12 references.—Author’s abstract. 

Nitrogen Mustard in Treatment of Leukemias.* William C. Levin, 
M.D. and J. G. Holt, M.D., Galveston, Texas. Texas State J. Med. 45: 551- 
57. Aug. 1949, 

In this study 8 cases were treated with SK 136 (1, 3.—bis [bis— 
(B-chlorethyl) ] aminopropane dihydrochloride). The dose used was 0.1 
mg. per kg of body weight per day for four days administered intravenously. 
The patients were carefully studied before and during treatment, both 
clinically and hematologically. Six of the patients had a diagnosis of 
leucosarcoma (acute lymphatic leukemia). Of these 6, one developed an 
excellent clinical and hematologic remission that persisted for five months. 
During this time there was no evidence of the disease either clinically or by 
careful examination of the blood and bone marrow. The remission ended, 
* The nitrogen mustard used in this study was supplied by Merck and Co.. Rahway, N. J. 
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however, the disease recurred, and the patient expired within a few days. 
One patient received questionable slight benefit and the other 4 were not 
benefited at all. One patient with acute myelocytic anemia was treated but 
was not benefited. The eighth patient had a diagnosis of lymphosarcoma. 
There was a marked decrease in the size of the lymph nodes but this remission 
lasted for about three weeks only. Toxic effects observed in this series were 
slight. About half the patients developed mild nausea and vomiting and 
mild diarrhea; otherwise no toxic effects were observed. Although in 
general the results reflect no alteration in the course of most acute leukemias 
by SK 136 the one remission observed is so unusual that it deserves careful 
scrutiny. Except for the anti-folic acid drugs, no other therapeutic approach 
has produced a similar result. Further investigation of this type of compound 
seems to be indicated. 5 references. 3 figures. 1 table.—-Author’s abstract. 


Nucleic acids and the Production of Antibody by Plasma Cells. William 
E. Ehrich, D. L. Drabkin, and Carolyn Forman, Philalelphia, Pa. J. Exp. 
Med. 90: 157-67, Aug. 1949, 


The formation of antibody in lymph nodes was compared with the 
changes in desoxyribose nucleic acid (DNA) and ribose nucleic acid (PNA) 
in these organs. Rabbits received O.5 ml. of typhoid O antigen (Lederle) 
into each foot pad. The DNA and PNA contents of the popliteal lymph nodes 
were determined by the method of Schneider as adapted by Drabkin. It was 
found that DNA increased with the weight of the nodes as might be expec'ed 
from the active multiplication of the cells. On the other hand, PNA revealed 
no direct relation to the weight of the nodes, but both the dry weight con- 
centration and the ratio PNA over DNA showed their greatest rise between 
the fourth and sixth day after vaccine injection, that is, appreciably later 
than the one in DNA or the increase in weight. The rise in PNA paralleled 
that in antibody concentration. A histologic study of methyl green and 
pyronine-stained sections of the nodes revealed that during the first: six 
days of the experiment the cellular reaction was chiefly one of plasma cells. 
During the first three days, plasmoblasts predominated; on the fifth and 
sixth day, mature plasma cells prevailed. The lymphocytes began to 
proliferate in significant numbers on the third and fourth day, but the 
germinal centers showed their greatest activity only on the ninth day when 
PNA and antibody formation had passed their peaks. These results are 
interpreted as indicating that the plasma cell and not the lymphocyte is 
responsible for antibody formation. 26 references. 1 table. 2 figures.— 
Author's abstract. 


Sickle Cell Anemia, a Molecular Disease. Linus Pauling, Harvey A. 
Itano, S. J. Singer, and Ibert C. Wells, California Institute of Technology, 
Pasadena, Calif. Science 109: 443, April 29, 1949, 


The electrophoretic behavior of hemoglobin from individuals with 
sickle cell anemia and from normal individuals has been studied with the 
Tiselius appara’us. A significant difference was found between the electro- 
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phoretic mobilities of hemoglobin derived from sickle cell blood and from 
normal blood. The curves of mobility against pH were roughly parallel, 
but the isoelectric point of normal hemoglobin was lower than that of sickle 
cell hemoglobin for ferrohemoglobin and carbonmonoxyhemoglobin. At 
pH 7.0 sickle cell carbonmonoxyhemoglobin moved as a positive ion while 
normal carbonmonoxyhemoglobin moved as a negative ion. It is proposed 
that a difference exists in the number of acidic or basic groups in the two 
hemoglobins, amounting to three or four such groups per molecule. This 
suggests that the disease has a molecular origin, and that the change in shape 
of the erythrocytes leading to its symptoms is the result of the difference 
in the properties of the molecules.—Author’s abstract. 


Lymphosarcoma and Hodgkin’s Disease. Arthur Purdy Stout, M.D., 
College of Physicians and Surgeons, Columbia University, New York, N.Y. 
Rhode Island M. J. 32: 436-39, Aug. 1949. 


This paper summarizes the salient features of lymphosarcoma and 
Hodgkin's disease and records the results of surgical and radiotherapeutic 
treatment in capsule form. Histologically, lymphosarcomas are divided into 
lymphocytic, reticulum cell and giant follicle forms and anatomically 
according to the focus of origin into those appearing first in the lymph nodes, 
mouth, nasopharynx and salivary glands, gastrointestinal tract, skin and 
orbit, and spleen. The symptom-free ten year survival rate of all treated 
cases was 12.7°7. The most favorable sites were the gastrointestinal tract 
and mouth, nasopharynx and salivary glands, and the giant follicle 
lymphosarcoma was the most favorable type. For Hodgkin’s disease, while 
75 appeared first in the cervical lymph nodes, there was no assurance that 
this represented a focal origin. Of a total of 180 cases treated by 
radiotherapy, 15 are known to have survived from ten to nineteen years 
after onset. Of these only 6 were symptom-free. Of the others, 7 had died 
and 2 were still alive with evidence of persisting disease. Of 51 untreated 
cases of lymphosarcoma and 32 untreated cases of Hodgkin's disease, 
all had died or were last seen alive with disease persisting, and the longest 
survivor was a case of Hodgkin’s disease dying eight years after onset. 
The study suggests that there are two clinical varieties which show the same 
histopathologic picture but, whereas one runs a rather rapid fatal course, 
a small group may have a focal origin with slow progression, and possibly 
may be curable. 3 references. 6 tables.—Author’s abstract. 


Iron Overload (Hemosiderosis) Aggravated by Blood Transfusions. 
E. FE. Muirhead, G. Crass, E. Jones, and J. M. Hill, Dallas, Texas. Arch. 
Int. Med. 83: 477-501, May 1949, 

Five unusual hematologic cases displaying a marked deposition of 
iron pigment (hemosiderin) throughout body tissues are presented. Included 
are 2 cases of acquired hemolytic anemia, two cases of aplastic anemia and 
1 case of pernicious anemia with several relapses. These chronically ill 
patients posed difficult clinical problems and were subsequently studied 
at autopsy. 
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The hemolytic cases failed to respond adequately to splenectomy and 
other therapeulic approaches. n attempt was made to maintain life via 
blood transfusions, 46.9 and 27.4 liters being given respectively. This 
approach failed and intense jaundice developed. Autopsy revealed wide- 
spread Ussue damage and iror deposits by direct tissue and chemical 
Obeer\ alions Pneumonitis and interstitial fibrosis. hepatitis with severe 

ver damage and tubular degeneration of the kidneys were particularly 
prom nert. The aplastie anemia Cases were not particularly improved by 
splenectomy. Jransfusions (54 and 7.4 liters) became necessary and a 


similar result occurred. The final case received fewer transfusions and the 


patient yielde da similar n orphologic picture. The infused blood accounted 
jor only a portion of the total iron extracted from the tissues. The prognosis 
of patients susta ned her atologically DV prolonged transfusion therapy 
doe= not appear bright. Frequent reactions to the inf ised blood are likely 
to develop and a more rapid dissipation of red blood cells may ensue. A 
picture with excessive iron deposit- and generalized 
tissue damage was observed. 22 references. 7 tables. 9 figure-.-—duthor's 


abstract 


Methyl-bis (Beta-Chloroethy!) amine in Large Doses in the Treatment 
of New plants Diseases. R. Bierman. M. B. Shimkin. M.D... S. R. 
Vetwr, VD. J. Weaver, W., Wilbur C. Berry, M.D. and Samuel P. 
Wise HH, MD. San Francisco, Calif, California Med. 71: 117-25, Aug. 


The use of nitrogen mustard, methyl-bis (beta-chloroethyv!) amine 
hydrochloride, in G7 patients with neoplastic diseases, including Hodgkin's 
disease, lymphosarcoma, lymphatic leukemia, and other lymphomas is 
reported. In 23 cases of Hodgkin's disease so treated remissions were 
obtained which averaged approximately three months in 13 patients who 
were in good or fair general physical condition, and 1.5 months in 11 
patients whe were in poor or moribund condition; one patient in this 
latter group did not respond to therapy. In the cases of lymphosarcoma, 
reticulum cell sarcoma and other related lymphomas, the average length 
of remission, even with those patients in’ good general condition, was 
considerably shorter than in patients with Hodgkin's disease. The average 
feniission Was approximately one month, The patients with the far advanced 
0 De developed most of the serious toxie reactions to amine mustards. 
‘The coagulation defect was observed in 5 patients and was the most serious 
complication, In patients who are in good general condition, the administra- 
tion of OS mp. of TIN. per kg. of body weight in one injection appeared to 
le as relatively safe as the standard dose schedule of O.1 mg. per kg. of 
body weight daily for three days. Serious complications were encountered 
twice in 76 courses of TIN. and in both instances the patients were in poor 
condition. In those cases in which nitrogen mustard therapy was combined 
with hyperpyrexia, the tumor masses decreased more rapidly; there was 
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a more severe depression in leukocyte elements, but the length of remission 
was not enhanced, and the increased hazard of this type therapy did not 
warrant its further use. 25 references. 2 tables. 1 figure.—Author’s abstract. 


9. Allergic Disorders and Diseases 


Allergy and Antihistamine Therapy: A Review. Mary Hewitt Loveless 
and Milton Dworin, Cornell University Medical College, New York, N. Y. 
Bull. New York Acad. Med. 25: 473-87, Aug. 1949. 

This paper reviews the literature on the pharmacology, therapeutic 
effects and toxicity of antihistamine drugs and presents a table showing 
results published on the use of 11 antihistamine drugs in 8 common disorders 
considered to be of allergic origin, a total of 13,190 cases. Only the oral 
administration of the various antihistamine drugs is considered in this 
article, but some of these drugs have been given successfully by intra- 
muscular or intravenous injection or by local inunction. Of the 13,190 
cases tabulated. relief of symptoms resulted from the antihistamine therapy 
in 66>. The best results were obtained in cases of urticaria and 
angioneurotic edema, with relief of symptoms in 826% of 1.500 cases; 
the next best results were obtained in extrinsic allergic rhinitis (hay fever), 
with relief of symptoms in 75% of 7,000 cases. Response to the treatment 
was less satisfactory in contact dermatitis, atopic dermatitis and vasomotor 
rhinitis, with relief of symptoms in 60 to 65°. : however, only a relatively 
few cases of contact dermatitis have been treated with any antihistamine 
drug. Bronchial asthma, which has been widely treated with antihistamines, 
shows a therapeutic index of less than 507. The relative efliciency of each 
of the 11 drugs was “crudely” determined by calculating the incidence of 
relief of symptoms in all the 8 allergic disorders. Some of the drugs listed 
have been used in so few cases that the figures cannot be accepted for definite 
appraisal: this is true of antergan and Linadryl. Of the other drugs, 
Trimeton, Decapryn, PBZ, thephorin and Benadryl are shown to give relief 
in a larger percentage of cases than the average 66°); Neo-antergan, 
Hydryllin, Antistine and Neohetramine are below this standard. 

In a review of the literature on side effects of the 11 antihistamine 
drugs. the type of side effects, as well as the incidence, could be determined 
for only 8 drugs. In 16° of all cases, sedation was the side effect most 
frequently noted: the incidence of sedation was highest for Benadryl and 
lowest for thephorin. Gastrointestinal disturbances were noted in 7°: of 
all cases. being highest for Antistine, PBZ and Benadryl and lowest for 
Trimeton and Decapryn. Symptoms of stimulation of the central nervous 
system, such as general irritability, nervous tension, and insomnia, were 
recorded in 6° of all cases, thephorin showing a higher incidence of 
symptoms of this type. Dizziness occurred in 3°; of all cases, its incidence 
being highest with Benadryl (7°. ). Benadryl caused no headache in 655 
trials; the general incidence of headache was not high, the highest being 
noted with a PBZ (3°7). Other side effects were noted less frequently. 

A larger series of cases was analyzed for side reactions when the type of 
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reaction was not considered, a total of 7,364 cases for all 11 drugs. 
According to the table showing the toxicity rating of the drugs on this basis, 
some type of side reaction was noted in 27‘, of cases. The three agents 
with the lowest therapeutic rating (Antistine, Neohetramine and Linadryl) 
showed the lowest toxicity. The incidence of toxic reactions for Benadryl, 
Hydryllin and Deeapryn was above the average; the incidence for 
Neoantergan was approximately 27‘; ; the incidence for Antergan, Trimeton, 
PBZ and thephorin, was approximately 25‘¢. 

A comparison is made between results with 6 antihistamine drugs 
used in the treatment of 113 cases of ragweed hay fever by the authors and 
the results reported in the literature. For therapeutic efliciency Trimeton 
ranked first in both series, PBZ second in the hay fever series, but third 
in the overall series, and Decapryn and Thephorin ranked above Neoantergan 
in the overall series but below it in the hay fever series. In both series 
Antistine and Thephorin had the best record in regard to side reactions. 
Final judgment on the best antihistamine drugs must depend on evaluation 
of such drugs in similar groups of allergic patients under standard 
conditions in several large clinics. 48 references. 3 tables. 1 figure (graph). 


Failure of Ragweed Pollen Extract to Destroy White Cells from 
Ragweed-Sensitive Patients. William Franklin and Francis C. Lowell, 
Boston. Mass. J. Allergy 20: 375-77, Sept. 1919, 


An attempt to confirm the published observation that ragweed pollen 
extract destroys in vitro white blood cells from ragweed-sensilive patients 
was unsuccessful. Thirteen tests were carried out in 77 patients who were 
sensitive to ragweed on the basis of symptoms, skin tests, and the presence 
of circulating reagins. In no instance was there a greater destruction of cells 
upon the addition of ragweed pollen extract than upon the addition of 
saline. © references. | table.—Author’s abstract. 


Non-specific Desensitization of Allergic Conditions With Paspat (Om 
ospecifik desensibilisering av allergiska tilstand med paspat). Ernst Werdi- 
nius, Goteborg. Svenska laikartidn. VO: 1822-30, Sept. 2, 1919. 


Paspat is a polyvalent antigen mixture prepared from killed staphylo- 
cocci, streptococci and pneumococci, influenza and tuberele bacilli. It was 
first suggested for the treatment of asthma by Hirschsohn in 1930. Whereas 
there have been no English, French or Italian references to such therapy, 
there are many contributions from Germany, Austria, Hungary, the Balkans 
and Japan. A review of the literature reveals that a favorable effect may 
be expected in 80 to 90°, of cases of uncomplicated asthma. Treatment 
is continued even when symptoms subside following a few injections. 
The injections must never be made intracutaneously or subcutaneously. 
A few parallel searifications are etched on the skin of the thigh with a 
vaccination stylet or with a specially devised instrument. The scarifications 
should be barely deep enough to draw blood. Drops of paspat are then 
applied over the area with a clean glass rod, which is used to rub the 
mixture well into the area until the blood and paspat begin to adhere to the 
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rod after about fifteen minutes. A fan may be used to accelerate drying. 
The area is then covered with a bandage which is left on for several days. 
No baths should be taken for three days. A course of 10 treatments is 
applied with intervals of five to ten days. After 5 treatments have been 
administered, an interval of three weeks is observed. The whole course 
takes thirteen weeks. In many cases there is a febrile reaction but it is 
of short duration. Sweats, swelling and redness may occur in some cases, 
but never shock or any serious reaction. Tuberculin-negative children can 
he treated without reserve but the treatment is contraindicated in tuber- 
culin-positive children and in adults with active tuberculosis. Heart disease 
and cardiae asthma likewise constitute contraindications to paspat therapy. 
Some writers recommend repetition of the treatment in the fall and spring 
of the year, and others combine it with other bacterial autolysates or 
anticatarrhal preparations. The author has used paspat in the treatment of 
asthma for nine years with cures in 70° of the cases. Good results have 
been obtained also in allergic rhinitis and in urticaria. 28 references. 


Bronchoscopic Therapy in Allergic Asthma. George L. Waldbott, M.D., 
Detroit, Mich. J. Allergy 20: 335-43, Sept. 1949. 


Bronchoscopy has been employed in asthma for diagnostic purposes 
mainly. Its value as a therapeutic measure is based on the fact that in 
bronchial asthma the bronchial passages are often obstructed by thick 
tenacious mucus. This may lead to partial or complete asphyxiation and is 
usually considered the cause of death in asthma by pathologists. Aspiration 
of the mucus and subsequent lavage of the bronchial tubes with saline or 
antibiotic solutions, therefore, may constitute a life-saving measure as well 
as a means of breaking up chronic asthma. In addition, bronchoscopy can 
be employed therapeutically for dilating strictures of the bronchial tree 
and for relief of partial or complete atelectasis through aspiration of an 
obstructing mucous plug in the respective pulmonary area. In this series of 
127 cases there were 8 cases in which the aspiration of 1 to 4 ounces of 
mucus appeared to be life-saving. In 62 out of the 119 cases a chronic 
asthmatic state was relieved: in a few of these instances it was relieved 
permanently. 

The procedure is contraindicated in: 1) asthma of short duration 
where there is edema of the alveoli associated with, or followed by, 
pneumonitis: 2) in incipient asthma characterized by a non-productive 
pertussis-like bronchitis in which bronchoscopy reveals petechial hemor- 
rhages, and occasionally urticaria-like edema of the bronchial mucosa; 
3) in sudden severe attacks (allergic shock) following injection, ingestion 
or inhalation of antigens to which extreme sensitivity exists where broncho- 
spasm and pulmonary edema dominates the clinical picture; 4) in asthmatic 
attacks of psychosomatic origin. Bronchoscopists are often reluctant to 
perform a bronchoscopy in advanced asthma because fatalities have been 
reported during the procedure. They can be prevented by avoiding narcotics 
and by using anesthetics and sedatives sparingly because of the possibility 
of sensitivity to, or intolerance of, these medications. Before using a local 
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anesthetic, a test application should be made on the buccal membranes in 
order to determine sensitivity to the anesthetic, skin tests not being reliable 
for this purpose. Caution should also be employed with penicillin; an 
intradermal skin test should be done before the bronchoscopy in order to 
determine sensitivity. Intravenous aminophylin and antihistaminies admin- 
istered before the procedure will assist in dilating the bronchi and thus 
render the bronochoscopic treatment more effective. 7 references. | table. 
6 figures.—Author’s abstract. 


10. Deficiency Diseases and Metabolic Disorders 


Observations on Methylthiouracil Treatment of Thyrotoxicosis. H. Lou 
and F. Wulff, Copenhagen County Hospital, Gentofte, Denmark. Acta Med. 
Scandinay. 133: 149-56, April 23, 1949, 

Treatment of thyrotoxicosis with thiouracil began at the Copenhagen 
County Hospital in February, 19t4. From that time until December, 1946, 
98 patients with thyrotoxicosis were admitted and treated. The period of 
follow-up observation varies in these patients from one year to almost 
four vears and permits a long range evaluation of the drug therapy. 
Of the 98 patients, 22 were not treated with thiouracil largely because they 
themselves requested operation, Fifteen other individuals were treated for 
short periods but then abandoned the drug, principally because they became 
impatient. Sixty-one patients were treated solely with methylthiouracil. They 
received 0.2 Gm. of the drug 3 times daily until there was a marked fall 
in basal metabolic rate and a noticeable gain in weight. Then the dose was 
reduced to 0.2 Gm. twice and later once daily for varying periods of time. 
The patients were hospitalized for four to five weeks and followed 
subsequently at progressively longer intervals. Suspension of drug treatment 
and decision on its resumption were guided mainly by the patient's weight 
and subjective condition and less by determination of the basal metabolic 
rate. Control examinations consisted of total and differential white blood 
cell counts three times weekly at first and once weekly later. Of the 61 
patients treated with methylthiouracil alone | has died, 1 has not been 
available for follow-up, and 2 still suffer from thyrotoxicosis. Fifty-seven 
patients are entirely well and working. Of these, 13 have been without 
the drug for two years, and 24 for one year. Eleven patients are: still 
receiving methylthiouracil. 

The undesirable side effects of methylthiouracil therapy were distributed 
as follows: 1) five individuals developed myxedematous symptoms, while 
in 22 there was growth of goiter: 2) fifteen developed drug fever; 3) seven 
had a drug eruption. There were 2 cases of leucopenia and 2 of frank 
agranulocytosis. No death was attributable to the drug. It is concluded that 
in experienced hands and with cooperative and reliable patients. with not 
too large goiters, therapy with methylthiouraci! ean replace thyroidectomy 
in most cases. The chief drawback of the treatment is its long duration and 
necessary careful observation; its chief advantages are the rapidity with 
which they can return to work and the minimal discomfort of taking 1 or 2 
tablets daily, as compared to major surgery. 4 references. 


t 
; 
i 
ihe 
3 1 


QUARTERLY REVIEW OF MEDICINE 337 


Problems in the Diagnosis of Thyrotoxicosis. John B. Stanbury, M.D., 
Massachusetts General Hospital, Boston, Mass. M. Clin. North America 
33: 1231-39, Sept. 1949. 

The diagnosis of Graves’ Disease is usually easy, but in certain cases 
the diagnosis may be obscured. Thyrotoxicosis in elderly men may be 
particularly difficult to diagnose and in such cases the protein-bound 
iodine of the blood may be extremely valuable. Anxiety neurosis may 
stimulate thyroid hyperfunction. Some patients may show the picture of 
thyrotoxicosis with a normal metabolic rate, but, following adequate 
treatment, may show metabolic rates in the neighborhood of minus 20 and 
at that time be euthyroid. Some patients may be too ill for any of the 
usual tests for thyroid disease. In such cases clinical judgement is the only 
available method for making the diagnosis. Cases illustrative of the various 
problems are presented; the methods used and the diagnosis are described. 
5 references.—Author’s abstract. 


Thiourea Compared with Propylthiouracil in the Treatment of Thyro- 
toxicosis. Gerald T. Kent, Reginald A. Shipley and Karl D. Rundell, 
Cleveland, Ohio. Am. J. M. Se. 217: 627-31, June 1949, 

The results of this study of 51 cases treated with Propylthiouracil and 
49 cases treated with thiourea are as follows: 

]. Most patients given thiourea were controlled by doses of 0.1 to 0.3 
Gm. daily. Side reactions, chiefly fever, occurred in 16° of the cases: no 
dangerous toxicity was encountered. 

2. In 51 cases treated with Propylthiouracil there was 1 instance of 
fever, | of mild leukopenia, and 1 of nausea. Complete control of thyro- 
toxicosis occasionally required doses in excess of 0.3 Gm. daily. 

3. lodine given with an antithyroid drug did not interfere with its 
efficacy and produced an involution of the gland similar to that seen after 
iodine alone. 

1. Relapse rate in 27 cases after withdrawal of the drug was 77°. No 
factors were discovered which allowed prediction of a sustained remission in 
a given patient. 16 references. 4 tables.—Author’s abstract. 


Renal Function in Myxedema. H. Zondek, and G. Wolfsohn, Jeru- 
salem, Israel. Schweiz. med. Wehnschr. 79: 623-24, July 9. 1949. 


Renal function was investigated in 2 women suffering from typical 
myxedema, and needing about 0.5 Gm. thyroid extract daily for mainte- 
nance of health. On several occasions the thyroid was withheld from these 
patients for several weeks: quantitative renal function tests were performed 
and compared with those obtained during medication. During periods of 
drug-deficiency the excretion of intravenously administered Indigo Carmine 
was markedly delayed. It became normal again during thyroid adminis- 
tration. During periods of relapse urea clearance was greatly diminished. 
With administration of thyroid doses sufficient to clear the other signs of 
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myxedema rapidly, the urea clearance remained abnormally low, but 
returned to normal quickly when excessive thyroid doses were given. 

These results are interpreted as probably indicating that thyroid 
deficiency leads to a reversible type of disturbance due to abnormal cell 
hydration and disturbed permeability. Consequently renal function in 
myxedema shows the same typical sluggishness as other bodily and mental 
functions. The diminished rate of dye excretion points to disturbance 
of tubular function as being chiefly responsible for the observed abnor- 
malities. This point should be decided in the future by the performance 
of inulin and creatinin clearance tests which could not be undertaken on 
these two patients. 7 references. 


Problemis in the Diagnosis and Management of Myxedema. Jacob 
Lerman, M.D., Massachusetts General Hospital, Boston, Mass. M. Clin. 
North America 33: 1249-54, Sept. 1949, 

Two patients with myxedema are presented for differential diagnosis. 
The first patient has the typical appearance of primary myxedema or 
hypopituitarism. These laboratory procedures are designed to test for 
the absence of various adrenocorticotropice hormones of the pituitary 
and for hypofunction of the gonads and adrenals. The differential diagnosis 
between myxedema due to thyroid failure, and myxedema due to pituitary 
failure is difficult unless such laboratory procedures are carried out. 

The second patient illustrates the ease with which pituitary myxedema 
is overlooked, particularly when complicated by other conditions. In this 
instance, the condition is complicated by congestive failure and arterio- 
sclerotic heart disease. Again the various tests mentioned clear up the 
diagnosis. When pituitary myxedema is complicated by congestive failure, 
as in this case, the management becomes extremely difficult. Any measures 
used to control congestive failure may precipitate adrenocortical failure. 
Finally a prolonged state of adrenocortical failure in hypopituitarism. is 
probably dangerous because it may become irreversible in spite of 
vigorous therapy. 2 references.—Author’s abstract. 


Thiouracil Treatment and its Indications. Johannes Wahlberg, Hell- 
singfors, Finland. Acta med. Seandinay. 132: 431-39, Feb. 1949. 

Thiouracil and its derivatives, introduced by Astwood in 1943. is 
comparable to surgical and radiation therapy for thyrotoxicosis, but 
according to many, the conservative approach is indicated in cases where: 
1) reaction to iodine is not satisfactory in preoperative care; 2) an 
independent method is indicated in cases of persistent or recurrent 
postoperative thyrotoxicosis where re-operation is not advisable; 3) in 
cases where surgical procedure is contraindicated. 

Reactions to iodine vary in different parts of the world and in Finland 
it is excellent, so that the preoperative thiouracil therapy is rarely 
indicated. The majority of cases in this locality, however, are accompanied 
by nodular goiter, and surgical procedure is usually inevitable to relieve 
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pressure. In 24 cases. moderate doses of propylthiouracil, 0.1 Gm. to 0.2 
Gm. or methylthiouracil, 0.1 to 0.4 Gm. daily were given. Complications 
followed in 9 patients, 1 with hermorrhagie diothesis with reduced pro- 
thrombin index and prolonged coagulation time, 1 with edema of the 
ankles, | with lymphomata on the neck and eczema, 1 with granulocytosis, 
2 with swollen eyelids and no evidence of hypothrosis, and 2 with exo- 
phthalmos. It is questionable if this high rate of incidence in complications 
is accidental, and it may be that it is due in part to post-war nutritional 
conditions, since there is an increasing tendency to leucopenia. A series 
of 13 patients treated with thiouracil and x-ray simultaneously have 
shown good results. The thiouracil has reduced the reaction to x-rays and 
the x-rays have shortened the treatment of thiouracil for those patients 
where operation is not indicated. 5 references. 


The Influence of Alcohol on Ketone Metabolism. Aage Warming: 
Larsen, Copenhagen, Denmark, Acta med. Scandinay. 132: 458-65, Feb. 
8, 1949. 


Many studies have been made of the value of alcohol in the treatment 
of diabetes mellitus, and the results have been conflicting and inconclusive. 
Alcohol is eliminated primarily by combustion, and in undergoing this 
process it replaces isodynamic quantities of other food elements and has 
an economizing effect on their metabolism. Oddly, in metabolism its 
oxidation is always at a constant maximum rate (Widmark, 1930). 
Primary partial oxidation takes place in the liver, where the alcohol is 
transformed into acetic acid. This action in the liver regulates the extent 
to which it can be oxidized (Lundgaard, 1937). 

At the present time treatment of diabetes with diet and insulin 
precludes the use of aleohol in most cases. unless in individual instances 
it might be useful in elderly patients with less severe diabetes who are on 
the verge of requiring insulin therapy. 

This study was made by employing Jacob E. Poulsen’s method for 
determining blood ketone concentration, Previous investigations were made 
by testing for urinary excretion, but part of the ketone bodies are reabsorbed 
by the kidneys, so that this is not an accurate method for evaluating 
change of ketone metabolism. Alcohol was administered in small doses 
so that the combustion could keep pace approximate to the intake and 
without a concentration in the blood. The patients were non-diabetics and 
were tested after three days of fasting. An increase of the inanition 
ketonemia followed immediately, and then decreased below the original 
level. Experiments were continued by administering 2 g. every 20 minutes 
to rule out the possibility that small amounts of alcohol transitorily might 
account for the number of ketone bodies in the blood, but the same results 
obtained, and the concentration of ketone bodies fell to a lower level and 
rose to the initial level after discontinuance of the injection. It was found 
that alcohol is an antiketogenic substance, one which economizes the fat 
metabolism and the ketogenesis by furnishing calories to the extrahepatic 
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tissues. Since alcohol has a lowering effect on an inanition ketonemia, 
small doses are justified for patients unable to ingest food and develop 
acidosis. This study lends weight to the theory that ketone bodies are 
normal products of metabolism, and increase with the amount of fat 
metabolized. 14 references. 3 figures. 


Recurrent Migrainoid Headaches Associated with Spontaneous Hypo- 
glycemia. Charles F. Wilkinson, Jr., M.D., University of Michigan Medical 
School, Ann Arbor, Mich. Am. J. M. Se. 218: 209-12, Aug. 1949. 

A series of cases previously diagnosed as “migraine headaches” is 
described in which the precipitating factor of the headaches was functional 
hyperinsulinism. These patients frequently stated that they had an aura. 
On closer questioning usually this was found to consist of symptoms of 
hypoglycemia, rather than a true aura. These cases responded to a high 
protein diet, either with complete relief of their headaches or with marked 
improvement. It is stressed that in making the diagnosis the headache 
must be associated with hypoglycemia and reproduced during a glucose 
tolerance test. It is suggested that the term hypoglycemic encephalalgia 
or hypoglycemic headache be used to describe this syndrome. 16 references. 
table.——Author’s abstract. 


Pericardial Effusion: A Constant, Early and Major Factor in the 
Cardiac Syndrome of Hypothyroidism (Myxedema Heart). Richard A. 
Kern, M.D., Louis A. Soloff, M.D., William J. Snape, M.D. and Carmen T. 
Bello, M.D., Philadelphia, Pa. Am. J. M. Se. 217: 609-18, June 1949, 


The authors report 4 consecutive instances of hypothyroidism in which 
a diagnosis of enlargement of the heart was made clinically and by 
radiologic study, but in each instance, a diagnosis of pericardial effusion 
was established by direct pericardial puncture. Three had subtotal 
thyroidectomies performed twelve, twenty-four, and seven years before 
the establishment of a diagnosis of pericardial effusion. One was an 
instance of primary hypothyroidism. Only mild enlargement of the heart 
shadow was present in 2 of the 4. In the other 2, the heart shadow was 
greatly enlarged. After replacing the fluid with air in 3, the — heart 
size was seen to be very similar to that present before operation or after 
adequate thyroid medication. In one instance in which air was not 
introduced into the pericardial cavity, the electrocardiogram quickly 
changed in configuration and became similar to what one would expect 
after at least ten days of thyroid replacement therapy. The fluid was clear, 
straw-colored, and contained electrolytes in concentration similar to that 
ef the blood and protein and cholesterol in concentration greatly lower 
than that of the blood. There were no red blood cells but there were up 
to 188 leukocytes per cu. mm. The fluid was sterile. In one instance two 
additional periods of hypothyroidism were induced with the patient's 
consent by omitting treatment. Pericardial effusion reappeared in each 
period. 
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Zondek’s concept of a large dilated heart in myxedema, which is 
that generally held today, is based upon the radiologic appearance of 
the heart shadow. The fallability of the roentgenologic method in the 
diagnosis of pericardial effusion is emphasized by these studies. The 
roentgenologist sees a pericardial silhouette and assumes that this shadow 
is identical with the cardiac silhouette. On the basis of these studies and 
of a review of the literature, it is suggested that pericardial effusion is 
a constant, early and major factor in the cardiac findings in myxedema 
(“myxedema heart”). 10 references. 6 figures.—-Author’s abstract. 

Achlorhydria and Its Clinical Significance in Diabetes Mellitus. 
1. M. Rabinowitch, Montreal, Canada. Am. J. Digest. Dis. 16: 322-32, 
Sept. 1949, 

A study was made of the occurrence of anemia, neuritis and digestive 
disturbances in diabetes mellitus and their association with achlorhydria. 
More than five times the number of the diabetic patients with achlorhydria 
were found to have anemia than could be accounted for by chance 
association, pointing o a causal rather than to an accidental relationship 
between the two conditions. Because of this observation, 25 diabetic 
patients were selected at random, except that none had a red blood cell 
count higher than 4,200,000 and, in all cases, the diabetes was under good 
control, since improvement of the diabetes in a poorly controlled diabetic 
patient alone tends to improve the anemia to a certain extent by the general 
improvement of nutrition, In this group, administration of hydrochloric 
acid alone (in the form of glutamie acid hydrochloride) increased the 
average cell count from 4,060,000 to 4,560,000, and that the average 
difference of 500 cells was significant was determined by the ratio of the 
difference to its probable error, thus, again, pointing to a casual rather 
than to an accidental relationship between achlorhydria and anemia. 

Approximately, seven times the number of diabetic patients with 
achlorhydria had neuritis than could be accounted for by chance associa- 
tion, thus also pointing to a causal rather than to an accidental relationship 
hetween these two conditions. Cases of severe neuritis are cited showing 
complete disappearance of the neuritic signs, which also point to a causal 
rather than to an accidental association. A study was made of the relation- 
ship between digestive upsets and achlorhydria and the relationship between 
the latter and excess indicanuria. More than four times the number of 
diabetic patients with achlorhydria had excess quantities of indican in 
the urine than would have been expected if chance or random association 
were the only influencing factors which had brought them together. The 
probable significance of these findings is briefly discussed. 40 references. 
7 tables. Author's abstract. 

Diabetes and Tuberculosis. Sydney Jacobs, M.D., Tulane University 
School of Medicine, New Orleans, La. J. South Carolina M. A. 45: 65-70. 
March 1949, 

The combination of diabetes mellitus and pulmonary tuberculosis 
will unquestionably be seen more frequently in the future than at present. 
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The patient with diabetes mellitus, especially if his diabetes is not 
adequately controlled, is in great danger of developing pulmonary 
tuberculosis. This is true particularly of persons past the age of 50 years 
with diabetes of ten to fifteen years’ duration. The tuberculosis may be 
ushered in with alarmingly abrupt progression; in some instances bilateral 
and far advanced diseased may be observed only two months after a 
normal pulmonary state has been indicated by the x-ray. Control of the 
diabetes is relatively easy with a well-balanced diet and the proper amount 
of insulin, but control of the tuberculosis is most difficult even if the best 
and most vigorous treatment is used. Bed rest, sanatorium regimen, 
antibiotics, sulfonamides and collapse therapy all must be employed; even 
with these therapeutic aids, the prognosis is grave. Prophylaxis is urged. 
This means the early diagnosis and intensive treatment of all diabetic 
patients and the periodic examination of all diabetic patients by means of 
the x-ray. 10 references. 5 figures. 


Arteriosclerotic Heart Disease in Diabetics. Robert L. Bailey, Jr.. 
Richmond, Va. Virginia M. Month. 76: 411-15, Aug. 1949, 

This study was undertaken in an attempt to determine the influence 
of various factors on the development of the premature degeneration which 
is characteristic of diabetes mellitus. Five hundred diabetics were studied. 
They were divided into decades of age in order to eliminate the influence 
of this factor. The frequeney of the oecurrence of arteriosclerotic heart 
disease in the group as a whole, and in the various age groups, was 
determined by the presence of angina pectoris, myocardial infarction, 
‘congestive failure when other types of heart disease were absent. and 
typical electrocardiographic changes. The influence of various factors 
on the occurrence of arteriosclerotic heart disease was studied. These 
included the severity of the diabetes, the duration of the diabetes. the 
degree of control of the diabetes, the presence or absence of obesity, the 
frequency of episodes of acidosis. sex, and race. The severity of diabetes 
was based on insulin requirements; those taking 10 units or less a day 
were classed as mild, those taking from 11 to 30 units were considered 
moderate, and those needing more than 30 units were considered severe 
cases. The duration of diabetes was determined from the onset of symptoms 
or the discovery of glycosuria. A blood sugar level of 200 mg.‘; was 
selected for classifying the degree of control of diabetes. If most of the 
tests were above this level. control was considered poor; if below it was 
called good. There were 175 cases or 35°¢ with arteriosclerotic heart 
disease. The frequency increased with age, of course, and went from 
8°, in the fourth decade to 80°, in the ninth decade. 

The results were subjected to statistical analysis and the difference 
in two groups was considered significant only where the difference was 
more than twice the sum of the standard error for the two groups. Several 
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observations emerged as significant. The greater the duration of diabetes, 
the higher is the incidence of arteriosclerotic heart disease. This is shown 
in this series by a significant difference in the frequency of heart disease 
in cases with diabetes of less than ten years’ duration (285 cases with 
29.8', heart disease) and in cases of ten or more years’ duration (215 
cases with 41.9‘, heart disease). The influence of duration of diabetes 
Was most apparent in cases between 41 and 70 years of age. There was a 
significantly higher incidence of arteriosclerotic heart disease in moderate 
and severe diabetic patients (40°¢ or 292 cases) than in mild diabetic 
patients (28°, or 208 cases). This was most marked in cases between 
Al and 60 years of age. There was a greater frequency of arteriosclerotic 
heart disease in obese diabetic patients (39.1[, of 325 cases) than in 
non-obese diabetic patients (27.45, of 175 cases). Of greater interest, 
however, was the fact that a higher percentage of the cases with arterio- 
sclerotic heart disease in each decade were obese, and that this was most 
marked in the younger cases. Thus, all cases with heart disease in the 31 
to 40 year age period were obese. This proportion decreased in succeeding 
decades so that only 68°, of the cases with arteriosclerosis in the eighth 
decade were obese. It seemed that obesity not only favored the development 
of arteriosclerotic heart disease but also favored its appearance at an 
early age. There was no significant difference between the frequency of 
arterioselerotic heart disease in men and women diabetic patients. This 
is in marked contrast to the preponderance of arteriosclerosis in the men 
of the non-diabetic population. There was a significantly higher incidence 
of arteriosclerotic heart disease in’ diabetic patients with poor control 
(55.2', of 96 cases) than in those with good control (30.2°, of 404 cases). 
This was seen best in cases between 41 and 60 years of age. The frequency 
of episodes of acidosis had no demonstrable influence on the development 
of arteriosclerosis. There were too few colored patients for any conclusions 
to be drawn as to the influence of race. It appeared that four of the factors 
considered in this study favored the development of arteriosclerotic heart 
disease. These were: 1) obesity; 2) diabetes of ten or more years’ duration; 
3) diabetes of moderate or severe degree, and 4) poorly controlled diabetes. 
16 references. 5 tables.—-Author’s abstract. 


Metabolic Aspects of Vascular Degeneration in Diabetes Mellitus. 
George E. Anderson, M. D.. Brooklyn, N. Y. New York State J. Med. 
49; 2055-59, Sept. 1, 1949. 

Vascular degeneration in diabetes mellitus is “tridimensional” in 
the sense of involving not only the arterial tree but also the veins and 
capillaries. A common etiologic denominator applying to all three should 
be sought. 

The diabetic child with a vascular tree resembling that of a man of 
70 years of age is perhaps an ideal proving ground for such experimental 
facts as have been established in laboratory animals in regard to vascular 
degeneration, since the misleading concomitants of chronologic aging and 
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hypertension are usually absent in the child. In addition, the diabetic 
patient is most susceptible to vascular degeneration and there are well 
recognized errors in the metabolism of the diabetic patient which, if present 
in the non-diabetic patient, are less obvious. An impaired carbohydrate 
function drives the individual (even under best control available with 
artificial insulin administration) into long periods of relatively excessive 
fat metabolism. The result of 4 lame homeostatic carbohydrate mechanism 
is a marked increase in fatty acid transport via blood vessels. For transport 
of these fatty acids esterification with cholesterol is necessary. The body 
will elaborate this from small carbon fragments even if cholesterol is 
restricted in the diet. Excessive fat transport can be created in a number 
of ways. one of which is rapid weight reduction in the individual. which 
causes extreme mobilization of storage fat, far in excess of the amount 
required to satisfy any caloric deficit. 

The following rules should be observed in the treatment of a patient 
with early diabetes: 

1. Treatment should be vigorous and prosecuted thoroughly. 

2. Obesity should be corrected while fatty acid-cholesterol deposition 
in vessel walls may still be reversible. 

3. Glycosuria should be corrected without compromise, since only 
in this way can native living insulin function be preserved and recourse 
to artificial administration avoided. 

1. The concept of a “mild diabetic” should be disavowed by the 
profession, for this becomes license for careless control. Strikingly. it 
seems to be the so-called “mild diabetic”, especially, who falls vietim to 
vascular degeneration. Is this a reflection on present compromise standards 
of control? Is insulin too often substituted for rather than added to good 
dietary management? 

In a patient with diabetes of eight oi more years’ duration, and 
especially in one with vascular degeneration, the following rationale should 
obtain: 

1. Treatment must be conservative. Carefully balanced nutrition 
should be sought. avoiding anything but the mildest nascent changes in 
hody weight. Sharp increase as well as decrease in body weight will 
increase immediately fat turnover in the body and its transport in the blood 
vessels, 

2. Liberal animal protein ingestion is to be encouraged for its 
reparative and conserving influence on vascular tissue, as well as for the 
effect of its lipotropie components in preventing abnormal accumulations 
of fat, not to mention the influence of its specific dynamic action on 
excessive cholesterol levels. 

3. Insulin administration in the patient with advanced vascular 
degeneration should be meticulously gauged, the physician bearing in mind 
the untoward effects of hypoglycemia, both relative and absolute. 
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4. Thiamine excess is to be avoided because of its well-known 
tendency to promote polymerization of small carbon fragments into fatty 
acids. 

5. Fat ingestion should be reduced only to that amount required to 
supplement a liberal carbohydrate and protein intake to the extent of 
maintaining body weight at the desired level or constancy. 

6. The late diabetic patient is probably in ideal state when his 
nutrition is carefully balanced at that point where weight is constant and 
glycosuria is absent, with blood sugar just below the spilling point. 
28 references.—Author’s abstract. 


Trial of Vitamin E Therapy in Diabetes Mellitus.* EF. H. Bensley, 
M.D., A. F. Fowler, M.D., M. V. Creaghan, B. Sc., F. Zahalan, B. Ph., F. 
Lax, B. Se., H. Berish, B. Sc. and E. K. McDonald, B.A., Montreal, Canada. 
Canad. M.A.J. 61: 260-64, Sept. 1949. 


A trial of oral administration of vitamin E (Natopherol Abbott and 
Natopherol acetate Abbott) in diabetes mellitus is reported. Fifty-five 
cases of diabetes were selected for this trial. All were adults under 
treatment in the Diabetic Clinic of the Out-patient Department of the 
Montreal General Hospital. Thirty-five cases received vitamin E; the 
remaining 20 received matching placebos. The following tests were done 
on specimens of urine and blood collected before and during the period 
of therapy: 1) qualitative tests for sugar and ketone bodies in urine; 
2) quantitative estimations of urobilinogen in urine; 3) sugar and urea 
nitrogen in whole blood; 4) cholesterol, bilirubin and tocopherol in 
plasma. Average, maximum and minimum durations of vitamin E therapy 
were 136, 194 and 53 days respectively. Average, maximum and minimum 
dosages of vitamin E were 438,900 and 100 International Units per day. 
Elevation of plasma tocopherol was the only demonstrable effect of vitamin 
E therapy. 23 references. 7 tables.—Author’s abstract. 


Hypoglycemia. Prevention in the New Diabetic, With Early Stabiliza- 
tion on Low Fat Diet, With Resultant Low Insulin Dosage. Louis E. Burns, 
M.D., Newport, R. 1. Rhode Island M.J. 32: 440-44, Aug. 1949. 


The first physician who treats the new diabetic patient is the master 
of his destiny. Too many early cases become unmanageable because of 
too much insulin or neglect. By a clearer understanding of the underlying 
physiology of carbohydrate metabolism in the liver, the new diabetic 
patient can be kept a useful, self supporting citizen and will never become 
so unfortunate as to need rehabilitation. Hypoglycemia or insulin reactions 
must be avoided. The importance of daily fractional urinalysis and the 
value of frequent blood sugar examinations and diet must be recognized. 
Successful treatment of the diabetic patient means sufficient food to prevent 
hunger, maintenance of normal body weight and strength, keeping the urine 
sugar free, continuation of the daily occupation, and, if insulin is required, 


*Supplies of Natopherol, Abbott, Natopherol acetate Abbott, and matching placebos 
containing liquid petrolatum were donated for this trial by Abbott Laboratories, Limited. 
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keeping the dosage low enough to preclude hypoglycemic reactions. 

It did not take long after the discovery and use of insulin to prove 
that some other organ must be involved. In 1923, Mann and Magath proved 
the role of the liver in diabetes by their work on depancreatized dogs. 
In 1850 Claude Bernard showed that glycogen in the liver was responsible 
for the maintenance of normal blood sugar, thereby proving that the liver 
is the storehouse for glycogen. The glycogen content of the normal liver 
varies greatly and it is the predominant organ in the regulation of blood 
sugar concentration, being the only organ that has a store of glycogen that 
can be rapidly converted into glucose and is capable of forming glucose 
from non-carbohydrate sources, such as proteins and fats, in quantities 
sufficient for bodily needs. The normal glycogen content of the liver varies 
from 100 to 400 Gm., depending on the size of the person. An autopsy 
analysis, by Dr. Halliday, of the fat in the livers of patients at the 
Deaconess Hospital, showed the total fatty acid to range from 2.2 to 
4.3, net weight in the non-diabetic cases and from 4.1 to 10.8°¢ in the 
diabetic cases. Fat deposit in the liver is influenced by diet, starvation, 
insulin deficiency and lack of the lipotropic substances, i.e. methionine, 
choline, inositol. 

Somogyi says “Hypoglycemia begets hyperglycemia”. Hypoglycemia, 
as a result of an overdose of insulin, causes a great disturbance between 
glycogen storage and glycogen breakdown in the liver, because in the 
diabetic patient this endocrine balancing system is faulty. Glycogen release 
overcomes the low blood sugar level and restores it to normal. When the 
insulin action is waning, glycogenolysis goes on at a terrific rate, so that 
the ensuing hyperglycemia does not stop at the normal level, but the blood 
sugar continues up beyond the kidney threshold level and produces 
glycosuria, which produces instability in the diabetic patient and the 
disease is made worse. The glycogen reserve in the liver is depleted. 
An unstable diabetic patient has a low glycogen reserve and shows ketosis 
and ketonuria on the slightest provocation. If insulin-produced shocks 
are produced often enough, deep enough and long enough, the ensuing 
hyperglycemia and glycosuria are accompanied by ketonuria. Glucose 
should then be given in good quantities to bring the blood sugar up 
to the hyperglycemic level, for hyperglycemia stops glycogenolysis. The 
best way to prevent hypoglycemia is to test every sample of urine passed 
for sugar. If a sample before breakfast contains a 2‘; glycosuria and 
the patient's dosage is 30 units (PZ 20 and CZ 10), and during the day the 
urine shows a decreasing glycosuria to one-fourth per cent, between 1 and 
3 p.m., the urine will be negative before long and may continue down into 
hypoglycemia. This may be relieved by glucose intravenously or dextrose 
by mouth, or both, or orange juice in good quantities. If glycosuria has 
decreased to negative in the evening from a morning 1‘; to 2°;, orange 
juice is given immediately and at bedtime 15 Gm. of carbohydrate with 
5 to 10 Gm. of protein is administered for the lasting effect to forestall 
night insulin shock. Night feedings should be prescribed when the long- 
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lasting protamine zinc is given in the morning. Next morning, evaluation 
and decrease of insulin is necessary to prevent a repetition of the previous 
day. To allow a patient to go into hypoglycemia is a cardinal sin. The 
results may be ruinous to the human body and the worst damage is found 
in the brain. Dr. Joslyn says “Diabetic coma may kill people, but 
frequent hypoglycemic reactions will ruin them”. 

Labile diabetic patients showed symptoms of epilepsy irrespective 
of their insulin dosage or diet. Control of the diabetic state was attained 
only by the use of anticonvulsants. For years doctors have treated diabetes 
by one sign alone, “glycosuria”, without uniform or satisfactory results. 
Sample of urine and record time, volume and percentage of glycosuria 
present, whether day or night, are still tested, but frequent blood sugar 
tests should be made at different times in the day until the disease is stabi- 
lized. Thus the amount of glycosuria and the blood sugar level at that time 
are known and avert hypoglycemic reactions. 

When a new case of glycosuria comes to the clinic at the Newport 
Hospital, we exclude any conditions that may produce sugar in the urine 
and then do the four hour 100 Gm. glucose test. If a definite curve of 
diabetes mellitus is found, we study the liver and its glycogen content, 
the pancreas and its insulin production, for insulin and glycogen are 
interdependent. As treatment proceeds, attention is focused on the liver 
and the diet is nearly that prescribed for the cirrhotic patient. The liver 
of the new diabetic patient is not storing glycogen well, for if it were, 
there would be no hyperglycemia and glycosuria, so we must put the liver 
in condition to store glycogen. We use a moderate to high carbohydrate 
diet, liberal protein and low fat. When the liver becomes infiltrated with 
fat, its function often is decreased to a point of failure. When this occurs 
in a poorly controlled diabetic patient, there is greatly impaired carbohy- 
drate metabolism, especially glycogen storage. There seems to be some 
mechanico-chemical inhibition of insulin action. Today, with our long 
lasting insulin and low fat diet, this condition is not as evident as when 
using insulin of short duration. The fat in our diet is between 50 and 
65 Gm., enough to supply the daily fatty acids for the body. When the 
excess of fat in the liver is decreased to normal, glycogen storage improves. 
We give from 1.5 to nearly 2 Gm. of protein per kg. of body weight. We 
insist on plenty of skimmed milk and cottage cheese. The casein from 
cottage cheese supplies lipotropie substances — methionine, which with 
transmethylation, leads to the formation of choline, necessary for the 
prevention of the accumulation of fat in the liver. We use from 250 to 400 
Gm. of carbohydrate per day. Our patients seem to do better when they 
get from 200 to 300 Gm. of carbohydrate per day. As the liver begins 
to store glycogen, the need for insulin decreases. From the outset, we 
give only moderate doses of insulin, just enough to enable the patient to 
metabolize adequate amounts of carbohydrate. Hypoglycemia is carefully 
precluded by intermediary feeding, if necessary. As the glycosuria 
diminishes, insulin dosage is decreased in moderate steps and the carbohy- 
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drate and protein content of the diet is increased. In several cases the 
patient remained aglycosuric without the use of insulin. In others, the high 
insulin dosage at the beginning has been gradually reduced to a lower 
level and will be further decreased. Insulin dosage at the beginning of 
treatment ranged from 0 to 60 units per day, and averaged 26.5 units 
per day. After stabilization, insulin dosage ranged from 0 to 14 units 
per day, and averaged 6.5 units per day. One patient, who was in precoma, 
was stabilized on 6 units of protamine zinc insulin daily. 

I believe that clinically there is no such thing as a “mild” diabetic 
patient. I admit that all cases start mildly, but from the point where the 
disease can be diagnosed clinically, they should be treated as diabetic 
patients, without qualification. They should be examined frequently and 
kept on small doses of insulin to favor glycogen storage and build a good 
reserve in the liver. They feel well, in fact too well, and then comes a 
tendency to nibble a little bit more food, neglect examinations, perhaps 
break the diet completely, and trouble ensues. It is important in the 
treatment of “mild” diabetic patients that they never forget they are still 
diabetic patients, but under excellent control. By keeping the blood sugar 
and cholesterol of diabetic patients within normal range after a period of 
treatment by means of low fat intake and the use of lipotropic forming 
substances in the diet, together with a low dosage of insulin, we can keep 
the liver in a continuous state of storing glycogen. By this procedure, we 
may be on the right road to prevent the diabetic patient from developing 
degenerative diseases earlier in life than the non-diabetic patient. Time 
alone will tell. These are not hand picked cases, but represent all the 
newly diagnosed cases that came to the clinic at the Newport Hospital 
and followed the prescribed treatment. They range in age from 10 to 60 
odd, and represent 100° success. In the past three years, I have had 
33 newly diagnosed cases. Out of these only 1] stayed, showing that about 
two-thirds of the number of diabetic patients are not willing to follow 
treatment. Statistics show that about 60°% of diabetic patients die of 
arteriosclerosis. These two percentages are fairly similar, and | wonder 
if it is not the diabetic patient who neglects his treatment who is largely 
responsible for the high ratio of arteriosclerosis. 17 references. 1 figure 
(graph).—Author’s abstract. 


Insulin Fat Atrophy. D. L. Oestreicher, M.D. and E. M. Watson, 
W.D.. London, Canada. Am. J. M. Se. 218: 172-78, Aug. 1949. 


The irregular disappearance of the subcutaneous fat oceurs in 
approximately 30°. of insulin-treated diabetic patients. Children of both 
sexes and women are affected mainly. The anatomic sites involved in the 
atrophic process usually, but not necessarily, correspond with those into 
which the insulin has been injected. 

The factor, or factors, responsible for insulin lipodystrophy are 
indeterminate. Fat atrophy was not demonstrated in rate rendered 
diabetic by means of alloxan, following the repeated injection of 
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insulin. Indirect evidence based upon an observed reduction of 
lipase activity in vitro, suggested that tricresol or zine as constituents 
of commercial insulin might be of etiologic significance. In the absence 
of exact knowledge of the causation of insulin fat atrophy, wholly rational 
preventive measures are precluded. The only available treatment consists 
of varying persistently the sites of injection of the insulin and the use of 
highly concentrated preparations of insulin. In some instances, the de- 
pressed regions will fill out, more or less, if they are avoided from the 
standpoint of the administration of the insulin. 19 references. 1 table. 
figures.——Author’s abstract. 


Newer Advances in Gout. David Adlersberg, Mount Sinai Hospital, 
New York, N.Y. Bull. New York Acad. Med. 25: 651-65, Oct. 1949. 

The relation of uric acid to gout has long been recognized. Recent 
studies of the urie acid content of the serum in normal subjects has shown 
that the total uric acid content varies from 2.6 to 6.8 mg. per 100 ce.; 
the nonfiltrable or bound uric acid averaged 16% of total uric acid, 
ranging from 4 to 24°,. The study of the uric acid content of the serum, 
and the percentage of bound uric acid in various types of disease, showed 
that uric acid levels were normal usually except in some forms of hepatitis 
and in cases of gout. In 10 cases of typical gout, the total uric acid of the 
serum was definitely increased above normal, ranging from 5.1 to 16.4 
mg., averaging 9.2 mg. per 100 cc. The average bound uric acid was double 
the average for normal persons. Increase in the percentage of bound uric 
acid was observed in some patients with gout at the time of, or just prior to, 
an attack. 

Other investigators have found a definite hereditary tendency to 
hyperuricemia in the families of patients with gout, which is attributed to a 
single autosomal dominant gene. The studies of the author and his asso- 
ciates have shown a relationship between hereditary hyperuricemia and 
hypercholesterolemia. In a study of 27 individual members of hypercholes- 
terolemic families, whose serum cholesterol ranged from 250 to 870 mg. 
per 100 ce.. it was found that one-third of these individuals showed hyper- 
uricemia, with levels of total uric acid above 6 mg. per 100 ec., another 
third showed borderline levels of serum uric acid, 5 to 6 mg.(>, and the 
remainder showed less than 5 mg. uric acid per 100 cc. Yet there were no 
clinical manifestations of gout in the persons with definite hyreruricemia. 
The coincidence of these two metabolic errors may, however, prove of 
interest in the future study of both hypercholesterolemia and hyperuricemia. 
The relation of both disorders to the adrenocorticotropic hormone of the 
pituitary and the adrenal cortex is suggested as a subject for further study. 
The sudden acute attack of gout, especially in the early stages of the disease, 
resembles an allergic phenomenon. The importance of certain foods and 
beverages in inducing the acute attack has been recognized by many 
clinicians. Recent studies have shown that not only foods, but pollens and 
other allergens may be responsible for inducing the acute attacks of gout. 
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The possibility of such allergie factors should be studied in the therapeutic 
management of every case of gout. 48 references. 3 tables. 
11. Nervous and Muscular Disorders and Diseases 
Clinical and Pathogenetic Aspects of Salvarsan Injury to the Nervous 
System (Zur Klinik und Pathogenese der Salvarsanschidigung am Nerven- 
system). Hans Georg Mertens and Heinrich Antz Bonn, Deutsche tschr. 
f. Nervenhlk. 161: 135-66, 1949. 


The well known features of salvarsan encephalitis, myelitis. cranial 
nerve neuritis and polyneuritis are discussed, as well as the hitherto 
neglected syndromes due to involvement of the humoral and vegetative 
vasomotor systems. In discussing the pathogenesis of these complications 
the author emphasizes the allergic basis involved. It is probable that 
hemorrhagic encephalitis may be induced by other antigens. The pharma- 
cologic potency of salvarsan is not far from that of histamine, as manifested 
in the vascular apparatus by congestion and increased permeability of 
the vessel walls. It is suggested that also other noxae with a similar 
effect on the neurovascular system might, by summation with the salvarsan 
effect, produce a hemorrhagic encephalitis. An unfavorable interaction 
of combined salvarsan and penicillin therapy is also possible. The author 
concludes that, in the present state of our knowledge. it is impossible to 
explain the pathogenesis of the salvarsan neuritides. Substances present in 
the blood may play a part also in these conditions. Affections of the 
cranial nerves are usually interpreted as neurorecurrences. A case is 
described in which optic neuritis developed as a result of hypersensitivity 
to salvarsan, with simultaneous liver involvement. Also in 3 cases of 
polyneuritis there were hepatic symptoms. Since hepatic involvement in 
salvarsan polyneuritis has been mentioned in the literature also, it is 
suggested that involvement of the liver may play some part in salvarsan 
lesions of the periphery. 

It is recommended that salvarsan therapy be interrupted in the 
presence of any predisposing factor, and if hypersensitivity to salvarsan 
is suspected, an intracutaneous test or administration of a very small 
test dose with careful control of temperature, urinary and blood findings 
should be given before treatment is begun. It seems possible that some 
of the new antihistamine preparations might be indicated here. In one 
patient the condition was too far advanced to respond to antistin but in 
two milder cases rapid improvement followed intravenous administration 
of this drug. 95 references. 


Treatment of Cerebral Concussion (Zur Therapie der Commotio 
cerebri). E. Domaning, Salzburg. Wien. klin. Wehnschr. 61: 401-05. 
July 1, 1949, 

The author bases his conclusions on his experience with 1,500 cases 
of commotio cerebri. He believes that spinal puncture should be reserved 
only for patients with severe headache and vertigo persisting for two or 
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three weeks in spite of other treatments. Venesection is indicated as a 
routine measure in all cases, with withdrawal of 300 to 400 ce. of blood 
shortly after admission. Injection of hypertonic solution may have a 
favorable effect on the headache, but it is only transitory, lasting for a 
few hours only. Insulin has no therapeutic value in cases of cerebral! 
concussion, but the determination of the blood sugar is of value in indicating 
the degree, course and prognosis of the condition. It also has a differential 
diagnostic value. If a patient shows no inerease in blood sugar for 
several successive days, cerebral concussion can be excluded. This test 
is also of some value in determining the proper time for permitting the 
patient to get up and the proper time for discharge from the hospital. 

Such excellent results have followed the administration of vitamin 
B complex that this is now given in ampoules and tablets of Becocyn 
(Roche) as a routine procedure. Of a series of 8 cases with complete 
disability following cerebral concussion four years previous, four were 
cured by this vitamin. Three of the cases showed marked improvement, 
and the treatment failed in a single patient only who was suffering from 
florid tuberculosis. The improvement begins after a few days of treatment, 
after which it becomes progressive. One ampoule is administered daily 
for twelve to fourteen days, then 2 tablets three times a day for two to four 
weeks. The more severe the symptoms, the longer is treatment continued. 
Becocyn was administered also in 7 cases of very severe cerebral concussion 
in the early stages. If, despite proper treatment, symptoms persist and 
the blood sugar still shows wide fluctuations three to four weeks after 
the accident, administration of Becocyn will produce improvement within 
a few days. 


Serum Glutamic Acid Levels and the Occurrence of Nausea and 
Vomiting After the Intravenous Administration of Amino Acid Mixtures. 
Stanley Levey, Ph.D., John E. Harroun M.D. and Charley J. Smyth, 
M.D., Detroit, Mich. J. Lab. & Clin. Med. 1239-48, Sept. 1949. 


The free glutamic acid content of 5 different types of amino acid 
preparations was estimated using microbiologic methods. These prepara- 
tions were, in decreasing order of glutamic acid content: 1) an acid 
hydrolysate of casein; 2) an enzymatic digest of beef blood proteins; 
3) a mixture of amino acids produced by the recombination and fortifica- 
tion of fractions of casein digest and a mixture of the ten “essential” amino 
acids. Infusions were given as part of the routine therapy in wards in 
which intravenous therapy was not uncommon. No leading questions 
were asked. The serum-free glutamic acid content (microbiologically 
available glutamic acid) was estimated before and either with the 
occurrence of nausea or vomiting or at the end of the infusion of a 
particular amino acid preparation. Each subject, with the two exceptions, 
received only one infusion. The occurrence of nausea or vomiting following 
the administration of the various preparations in a series of 57 human 
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subjects was found to parallel the free glutamie acid content of the 
mixture given. When the serum-free glutamic acid level reached 12 to 
15 mg. per 100 ml., nausea and vomiting occurred in more than half 
of the subjects. 

Solutions containing only partially neutralized glutamie acid were 
administered intravenously to 31 individuals. The rate of infusion was 
increased every ten or fifteen minutes and a sample of blood drawn for 
free glutamic acid determination before every increase and with the 
occurrence of nausea or vomiting or at the end of the infusion. A lower 
percentage of these patients became ill at elevated serum glutamic acid 
levels than in the group (the 57 subjects above) that received glutamic 
acid containing amino acid mixtures. This is interpreted as showing that 
the toxicity of glutamic acid may be potentiated by other amino acids. 

\ study of the effect of autoclaving and of sterilization by filtration 
upon the toxicity of glutamic acid solutions indicated that the filtered 
material was slightly more toxic. This difference could not be attributed 
to the presence of pyrrolidin carboxylic acid. A’ direct relationship 
between the free glutamic acid of the serum and the occurrence of toxic 
effects following the administration of amino acids was found in this 
investigation. 23 references. 7 tables. 1 figure.—Author’s abstract. 


Fatal Case of Polio-encephalitis Due to Poliomyelitis Virus. G. H. 
Jennings, M.D., J. L. Hamilton-Paterson, M.D., Edgware General Hospital; 
and F., O. MacCallum, V.D., Central Public Health Laboratory, Colindale. 
Brit. M. J. 4620: 210-13, July 23, 1949, 


The paper describes the brief encephalitic course of a fatal case of 
poliomyelitis. The patient, a child aged 3'4 years, had had a brief illness 
with fever, drowsiness and vomiting three weeks before admission. Four 
days before hospitalization he was again ill with drowsiness, vomiting 
and neck and limb pains. He also showed left facial weakness. He 
deteriorated rapidly, showed restlessness and twitchings and swallowed 
with difficulty. One day after his admission he was completely comatose, 
with marked cyanosis and stertorous respirations, Occasional general 
convulsive movements occurred. The temperature was 36.7 C (98 F), 
pulse. 60. Neck stiffness was slight, but facial palsy was marked and 
bilateral. The left side of the body was definitely weaker and more 
flaccid than the right. The tendon jerks were sluggish but all were present 
except the right ankle jerk. The left plantar response was extensor and 
the right remained indefinite. 

C.S.F. clear and under normal pressure: total protein mg.o; 
195 cells per cu. mm. (lymphs 86°, and polys 14°; ): chlorides 710 mg. 
per ml. Normal sugar content. Sterile. 

The child died on the following day without regaining consciousness 
and the only abnormal finding macroscopically was a plum-colored cerebral 
cortex. The interest of this case was twofold: 
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1. In spite of the predominantly encephalitic nature of the case the 
cerebral cortex showed no microscopic changes beyond those of congestion. 
But the spinal cord showed marked perivascular “cuffing” and neuronal 
degeneration, early in the cervical region and advanced in the lumbar 
region. Changes in the brain stem were similar in type but of slight degree. 

2. The diagnosis of poliomyelitis was confirmed by intracerebral 
monkey inoculations. A monkey of the species Cercopithecus aethiops 
sabaeus was inoculated with a suspension of the patient’s cerebrum, mid- 
brain and pons and developed typical signs of poliomyelitis thirteen days 
later. It was killed with chloroform and histologic examination of its 
C.N.S. revealed typical poliomyelitis lesions. A suspension of cord from 
this monkey was inoculated intracerebrally into a Rhesus monkey which 
developed typical poliomyelitis eight days later. Its histologic changes 
were the same as in the human case and varied from them only in degree. 

The authors comment on the consistency with which cases of fatal 
poliomyelitis, with predominantly encephalitic symptoms, have resembled 
the case just described in showing little histologic evidence of cerebral 
involvement and a gross involvement of the cord arterior horn cells. 
Less involvement of posterior and intermediate horn cells is the rule. The 
lack of apparent involvement of the pyramidal tracts is also an interesting 
and regular feature despite the finding of extensor plantar responses. 
11 references. 1 table. 2 figures.—Author’s abstract. 


Therapeutic Problems Encountered in Acute Poliomyelitis. Robert B. 
Lawson, M.D., Winston-Salem, North Carolina. Minnesota Med. 32: 
693-96, 719, July 1949. 


At present the main efforts in the treatment of acute poliomyelitis are 
directed against the mortality and complications of the acute phase, and 
toward improved muscle re-education and rehabilitation of the subacute 
and convalescent stages. Specific therapy against the poliomyelitis virus 
has not yet been found. Convalescent serum from human cases is no 
longer accepted as being of real value. 

Experiences in 1948 in North Carolina with a new drug, “pheno- 
sulfazole.” have been disappointing. No difference was shown in the 
end results of patients treated with this drug and alternate control patients. 
The newer antibiotics, such as aureomycin and chloramphenicol, are 
ineffective against the poliomyelitis virus. However, penicillin is still a 
valuable drug for the prevention of secondary bacterial infections in 
patients with respiratory paralysis. 

In the treatment of the spinal type of the disease no therapeutic 
regime will alter the incidence of paralysis to an appreciable degree. 
However, the relief of pain and muscular spasm can be speeded up by the 
intelligent use of physical therapeutic measures. One of the complications 
of poliomyelitis, namely paralysis of the bladder, is effectively treated 
with the newer parasympathetico-mimetic drugs such as Furmethide. The 
treatment of bulbar and respiratory cases requires meticulous attention to 
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oxygenization, postural drainage, and the prevention of atelectasis and 
pulmonary edema. Particular emphasis is placed on the prevention and 
treatment of pulmonary edema by the use of intermittent positive pressure 
breathing through a new face mask. 6 references. 4 tables.—Author’s 
abstract. 


Poliomyelitis: Early Diagnosis and Early Management of Acute 
Cases. John R. Paul, New Haven, Conn. Ann. Int. Med. 30: 1126-33, 
June 1949. 


Early diagnosis of poliomyelitis patients is important, for often by 
the time patients begin to show evidence of paralysis and even by the time 
they reach the hospital, it may be late in the disease. The reason why 
this is important is because the patient may be subjected during his 
prodromal period to a certain degree of exertion, perhaps trauma. which 
may cause a deleterious effect on the subsequent course of the disease. 

A reconsideration of the adult, clinical picture is given because 
poliomyelitis seems to be on the increase in older people, and the “adult” 
disease may differ from the juvenile forms usually illustrated in text-book 
articles. Thus pain in the back and an insidious onset are more apt to 
occur in patients who are over the age of 15 than under that age. The 
double-phase form of the clinical picture is much less common in adults 
than in children. 

Didactic rules about the treatment of early poliomyelitis cases are 
not given but the clinician’s responsibility with regard to the management 
of patients at any age who may be in the early stages of abortive or paralytic 
poliomyelitis seems clear. Thus all individuals with brief febrile illnesses 
during an epidemic of poliomyelitis should be regarded with suspicion. 
Their physical activities should be curtailed and they should be kept under 
observation for a week or ten days. It is unnecessary for the attending 
physician to make a public diagnosis at once of poliomyelitis in order to 
observe suspicious cases in this matter, for the diagnosis should not be 
made too freely, nor made in the absence of orthodox diagnostic criteria: 

The question of hospitalizing all non-paralytic poliomyelitis cases 
raises controversial points and the answer will vary in different places 
and in different epidemics depending on local facilities for observing 
patients at home. A special isolation hospital is not necessary for polio- 
myelitis patients but ordinary isolation precautions should be carried out 
with patients when admitted to general hospitals. The patients’ stools 
should be disposed of promptly but chemical “sterilization” is probably not 
indicated. 

There is no specific therapy of proven value in the treatment of 
poliomyelitis at present. In the care of the patients with paralysis, a team 
may be required. This team may be composed of a physician (internist 
or pediatrician), an orthopedist. a physiotherapist, specially trained nurses 
and others. 16 references. 2 figures._—Author’s abstract. 
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Emotional Factors in Organic Disease. William C. Menninger, M.D., 


Topeka, Kan. Ann. Int. Med. 31: 207-15, Aug., 1949. 


The author suggests the expansion of the term psychosomatic to 
socio-psychosomatic as an approach to the diagnosis and treatment of all 
illness. Differentiation is made between the physiologic response to a 
conscious emotional attitude such as fear, and the symptomatic expression 
of an unconscious emotional conflict such as a hysterical paralysis. A 
summary is given of the current understanding of the unconscious 
psychologic forces operative causally or contributorily in various organic 
syndromes. 


Physicians in internal medicine are growing more aware of the 
emotional factor in all types of illness and this may provide the genesis 
of a necessary and better integration between various specialties than 
currently exisis. As yet emotional factors are not well recognized or 
evaluated because of inadequate teaching of psychiatry in medical schools, 
inadequate facilities to give the average physician the newer knowledge 
provided by psychiatry and because of the tendency to regard disease, 
and therefore treatment, in terms of physical pathology only. Medicine is 
gradually accepting the reorientation of its function in terms of not only | 
the physical or organic illness that afflicts the individual, but also the 
psychologic component in the causation and perpetuation of that illness and 
the effect of the illness on the individual’s social function and relationships. 
The concept of psychosomatic medicine could, therefore, well be changed 
to socio-psycho-somatiec medicine. 


Emotions cause certain types of organic changes in the tissue, as 
illustrated in peptic ulcer. The fact that medicine develops palliative 
operations such as cutting the vagus nerve in the treatment of peptic ulcer, 
sectioning the sympathetic nervous fibers in the treatment of hypertension 
or the section of association fibers in the brain in certain mental illnesses 
(lobotomy) does not change the fundamental nature of the psychologic or 
emotional causation for these difficulties. Emotional factors can be a 
conspicuous symptom in many types of illnesses even though not necessarily 
proven as the cause. They may be a complication of many types of organic 
disease and greatly influence the course of that disease. Finally, they are 
a significant feature in the rehabilitation of every prolonged illness and 
may become the chief incapacitating factor where there are resulting 
physical handicaps from an illness, whether these be heart disease or the 
loss of a limb. Therefore, they must be recognized as one of, if not the most 
important consideration in treatment. 


Hys‘erical Type of Nongaseous Abdominal Bloating. Walter C. 
Alvarez, Rochester, Minn. Arch. Int. Med. 84: 217-45, Aug. 1949. 


A syndrome is described consisting of pronounced bloating, due not 
to gas, but to a contraction of the abdominal muscles and often to the 
assumption of a lordotic pos‘ure, which forces the abdomen forward. 
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Commonly the swelling increases gradually during the afternoon and 
decreases at night, without the passage of gas. Occasionally the swelling 
appears so fast, or disappears so fast without the passage of flatus, that 
it is obvious that there could have been no change in the volume of the 
abdominal contents. Roentgenograms made of the bloated abdomen never 
show any excess of gas, and exploratory operations never reveal any 
physical cause for the syndrome. Even when diseased organs or a few 
adhesions are found, their removal does not produce a cure. 

Ninety-two cases are reported, 85 of the patients being women and 7 
men. Almost all were nervous, unhappy, neurotic or psychopathic. Many 
were relatives of insane persons or of those with epilepsy, migraine or 
diabetes. Most patients had good digestion between spells and sometimes 
even while bloated. In these cases, the abdomen became flat a few seconds 
or minutes after 1) the induction of spinal or general anesthesia; 2) the 
blocking of the splanchnic nerves with procaine hydrochloride U. S. P.; 
3) the onset of vomiting; 4) the reception of an injection of morphine, or 
5) the doubling up of the patient so as to alleviate the lordosis. Often the 
bloating appeared again as soon as the effect of a drug wore off, or as soon 
as the patient stood up and slumped. Most patients lost much or all of the 
bloated appearances when they lay down, especially if the thighs were 
flexed on the abdomen. In some cases, only part of the abdomen bloated, 
and only parts of the abdominal musculature became contracted. The 
diaphragm was sometimes involved. 

The mechanism of the attacks appeared to vary somewhat in different 
patients, as did the symptoms. Some persons had pain, and others did not. 
The nervous “storm”, which produced the contraction of the abdominal 
muscles, appeared to quiet the bowel, and in some cases the attack termi- 
nated shortly after a gurgle was heard in the abdomen. In many cases, 
an overly irritable digestive tract appeared to serve as a trigger zone, 
from which the bloating could be started. In such cases, a drink of water, 
defecation or the taking of an enema could start a spell. Bloating often 
began after excitement, annoyance, fright or fatigue. Large meals also 
tended to cause bloating; some women could avoid it by going without 
food all day. 

Physical, roentgenologic and laboratory examinations failed to show 
anything contributory. No effective, safe way was found to terminate the 
at‘acks. Morphine will sometimes stop distress and flatten the abdomen, 
but the danger of using the drug is great; 2 of the patients became addicts. 
A suppository of pentobarbital sodium U. S. P. or an intramuseular 
injection of amobarbital sodium (amytal sodium®) may quiet the symp- 
toms. The prognosis for recovery is poor, but some patients recover when life 
becomes easier or happier. No exploratory operation should be performed. 
If one is proposed during an acute attack and the swelling goes down 
during anesthetization, the diagnosis of funetional bloating is made, and 
the operation should not be performed. A review of the literature shows 
that nervous bloating has been observed for over a hundred years. 32 
references. 9 figures..—Author’s abstract. 
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Cause of Cracking Joints; Relation to Weather and Fibrositis. Edward 
E. Brown, M.D., Ashland, Ore. Northwest Med. 48: 537-41, Aug. 1949. 


Because of the great curiosity regarding cracking joints, a four year 
study was undertaken by the author in regard to the predisposing factors 
causing cracking of his interphalangeal joints and the joints of others. 
Joint cracking is a phenomenon observed in all age groups, including 
children. In some individuals it is more constant in the knees, in others 
in the ankles, fingers, ete. There is a tendency for joints of many people 
to crack during chilly and stormy weather. In hot weather free from 
storms, the author found that days and even weeks passed without any 
cracking in his hands. On the other hand, when chilling took place, joint 
cracking followed. This was particularly noticeable in San Francisco as 
compared with other cities. For example, during the month of July, among 
200 attempts to crack the interphalangeal joints at hourly or half-hourly 
intervals, considerable variation was noted in San Francisco, Seattle, Port- 
land and New York City during four successive years. In these cities joint 
cracking was obtained 150, 42, 30 and 5 times, respectively. A graph 
plotting the number of times cracking occurred against the temperature of 
these cities showed a direct relation to average July temperatures, being 
59 , 66.6 , 68.5° and 75 . respectively, increased cracking occurring at 
the lower temperatures. 

Besides chilling, another potent but less common factor predisposing 
to cracking was heavily ionized air. During storms the joints of many 
people crack when flexed or hyperextended. An example was seen in a 
dancing group of 15 children between the ages of 8 and 14 years of age. 
The teacher was exasperated because the children were laughing and in- 
attentive, and were enjoying a contest to see who could crack her knees 
loudest. At that moment one could note lightning and hear the thunder of 
a summer storm. The teacher volunteered the information that during these 
few rainy days she encountered considerable difficulty in “stretching” their 
muscles and getting them to plié deeply, and that the amount of cracking 
joints was quite unusual. 

Other factors predisposing to cracking of joints were sought. Some 
were found to be negative — diet (allergy), number of hours of sleep and 
the pressure or absence of fatigue. On the other hand, some factors showed 
a positive correlation. These included nasal obstruction, postnatal mucopus 
and pharyngitis. In observing others, it was found that various infections 
predisposed to joint cracking. Case reports are cited showing increased 
joint cracking following quinsy, acute rheumatic fever and rheumatoid 
arthritis. When stiffness in a joint is complete, joint cracking can no longer 
be obtained. Neither can it be obtained in the rare cured case of arthritis 
following removal of the causative focus. The noise heard in joint cracking 
may be the sound produced by the stretching of contracted, inflamed fibrous 
tissue found in fibrositis. Fibrositis is becoming recognized as extremely 
ubiquitous, one authority considering it the most common ailment to which 
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human flesh is heir. Toxin, probably streptococcal, from foci of infection 
is the usual agent producing fibrositis. Chilling of the body and ionized air 
predispose to an increase in bacterial activity and the production of toxin. 
This blood-borne toxin affects fibrous tissue located throughout the body. 
The affected fibers shorten. A degree of stiffness results. Flexing or hyper- 
extending the involved joints stretches the fibers with a cracking noise. 44 
references. 3 figures.—Author’s abstract. 


12. Miscellaneous 


Conditioned-reflex Treatment of Alcoholism 1. Its Rationale and 
Technic. Joseph Thimann, M.D. New England J. Med. 241: 368-70, Sept. 
8, 1949, 


February 1949 marked the end of seven years of application of the 
conditioned reflex as a therapy for alcohol addiction at the Washingtonian 
Hospital. This fact calls for an evaluation of this part of the total thera- 
peutic plan concerning chronic alcoholism. 

The present article is the first of two dealing with the rationale, technic, 
indications, contraindications, risks and psychologic aspects of the treatment, 
as well as its efficacy and methods of evaluating it. 

The professional and lay therapist alike consider it necessary to aim at 
one target: the underlying cause of the patient’s addiction. Focusing on 
this, they analyze the patient for old and recent traumas and try to determine 
how far these traumas have initiated a discouraging or frustrating mechan- 
ism. An attempt, then, at eliminating the neurotic defense mechanisms and 
building new constructive patterns of life is considered to constitute the 
treatment of addiction. Unfortunately, the majority of aleohol addicts con- 
tinue to relapse even after psychotherapy of one kind or another. 

The resemblance between the psychopathology of alcohol addiction 
and that of addiction to narcotics is pointed out. A person who developed 
an addiction to morphine, which had been administered to him for a certain 
length of time to relieve his gallstone colic, will continue to crave it after 
the gallbladder has been removed and there is no recurrence of the colic. 
The craving for alcohol is governed by similar laws. It may be precipitated 
by an underlying neurosis or by some combination of inner and outer 
factors. From the point at which the addictive pattern has become estab- 
lished, however, it is as autonomous as is morphine addiction. From then 
on the addict does not drink because of his neurosis or whatever has caused 
his addiction. He drinks because he is addicted, because the established 
addiction is self-perpetuating and causes the compulsive need for more and 
more alcohol. Thus, the impulse for alcohol can best be described as an 
abnormal conditioned reflex. If this theory is accepted as a working hypo- 
thesis, one will not expect many alcohol addicts to stop drinking after 


undergoing psychotherapy alone, without specific treatment for the addiction 
as such, 
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The idea of outweighing the craving for alcohol by means of a revulsion 
established artificially against it, was crystallized by the old Romans and 
Assyrians. Beginning in 1930, some European therapists tried their hands 
at it. The Shadel Sanitarium in Seattle, Wash., however, was the first to 
apply emetine as an unconditioned stimulus in order to establish a reflex 
association between nausea and the alcoholic beverages. Dr. Thimann at the 
Washingtonian Hospital modified the treatment not only in its purely tech- 
nical aspects, but supplemented it with groyp therapy in the form of a 
Hospital’s abstinence club, individual psychotherapy, part-time hospitali- 
zation (enabling patients to work on their regular jobs in the community and 
limiting the hospital protection to their free time only), as well as casework 
with relatives of patients, wherever indicated. 

The author stresses the risks of applying the conditioned reflex tech- 
nic without an adequate apprenticeship, not only because of the very narrow 
margin between underdosage and overdosage, but also because of the great 
range and variety of the patient’s reaction to the stimuli and the innumer- 
able imponderables decisive for the success or failure of the treatment. 


The Treatment of Alcoholic Patients in Denmark with “Antabuse”? 
With Suggestions for its Trial in the United States. Erik Glud, M.D., New 
Haven, Conn. Quart. J. Stud. on Alcohol 10: 185-97, Sept. 1949. 


Tetraethylthiuram-disulfide (“Antabuse”), for the treatment of alco- 
holism, is discussed in this paper from the point of view of methods of 
employment in Denmark, and suggestions for use in the United States 
and in Canada. It is pointed out that careful examination of the patient 
before administration of the drug, followed by close clinical contact and 
psychiatric care under treatment, is necessary in order to obtain adequate 
results. The importance of group therapy in the care of alcoholic patients 
is stressed. 

Some suggestions are made relative to the method of administration 
of “Antabuse”, with particular reference to the work done in The United 
States. Precautions which should be observed before the administration of 
“Antabuse”, and during treatment, are discussed. Particular reference is 
made to the type of patient who probably should not be given “Antabuse”. 
Side effects, due to “Antabuse” medication and based on the Danish experi- 
ence, are mentioned. It is concluded that “Antabuse” is a relatively safe 
drug to use, provided care in its administration and the precautions men- 
tioned, are taken. The opinion is expressed further that “Antabuse” is 
effective in controlling alcoholism in a large percentage of patients, that it 
produces no habituation, that aversion to alcohol results, and that it is an 
economic method of treatment. It is suggested that as experience is gained, 
it may be possible to dispense with certain precautions and laboratory checks 
now essential. 20 references.—Author’s abstract 


1,“Antabuse” is the trade name of a specially purified brand of tetraethylthiuram disulfide 
distributed in the United States by Ayerst, McKenna & Harrison, Ltd. 
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Consolidated Edison’s Alcoholic Policy. John J. Wittmer, M.D., 

Assistant Vice President Industrial Relations, Consolidated Edison Com- 
pany of New York, Inc. 

Late in 1947 Consolidated Edison, a utility company with 30,000 
employees officially began to recognize chronic alcoholism as a legitimate 
basis for disability retirement with the usual modified pay. Why was 
alcoholism added to the list of disabling diseases? The company simply 
made up its corporate mind to look the facets in the face and be honest with 
itself. Company pension rosters have long listed employees disabled by cir- 
rhosis. high blood pressure, peripheral nephritis, edema of the brain and a 
host of other ailments. These were true diagnoses but only symptoms of the 
basie trouble: chronic alcoholism. By recognizing the basic cause and not 
its eflects we simplified our procedures. With the present policy, supervision 
is no longer timid about bringing cases forward, with manifest benefits to 
the company and the employee. 

Persons employed two years or less may be discharged for the first 
violation. Offending employees with two to fifteen years of service are 
placed on probation and rehabilitation procedures are instituted. Cases of 
employees with the company more than fifteen years are subjected to careful 
study and, if chronic or psychopathic alcoholism is found, they are recom- 
mended for the disability payroll. This recommendation is not to be con- 
strued as “coddling.” The alcoholic individual gets the same treatment as 
the other disabled person, and no disproportionate share of time or attention. 
Since the policy was instituted, forty-six cases of alcoholism have been 
examined and resolved. In the same period the company has had a steadily 
declining rate of disability separations, so it may be stated without fear of 
contradiction that the policy brought no new species of disability into being. 


Strychnine and the Analeptic Amines in the Treatment of Barbiturate 
Coma (La Strychnine et les Amines du réveil dans le traitement du coma 
barbiturique). Cossa, Bailbe, Lombard, Maitre and Michelon, Nice, France. 
Presse méd. 57: 508-09, June 4, 1949. 


Barbiturate coma ordinarily is the result of the ingestion of large 
amounts of barbiturates with suicidal intent. The treatment begins with 
administration of analepties, and strychnine is given in ordinary doses later. 
The dose of the latter drug is steadily increased up to the limit of tolerance. 
The unusually large amounts of strychnine that oceasionally have to be 
given are demonstrated by a case report. 

\ 32 year old woman was brought to the hospital in deep coma after 
having ingested two fistfuls of barbiturate tablets about eight hours earlier. 
On entry to the hospital there was areflexia and coma, but no fever. Therapy 
was begun with repeated intravenous administration of analeptic amines and 
strychnine, 20 mg.. later. 40 mg. every half hour. Next day the dose of 
strychnine was increased by 10 mg. every half hour from 40 to 70 mg. 
On the second day of therapy there was fever of 40 C, the pupils did not 
react, and there was beginning paralytic ileus. There was no evidence of 


4 
i 
i 


QUARTERLY REVIEW OF MEDICINE 361 


hyperexcitability from strychnine. Parenteral fluids and penicillin were 
started and prostigmine administered, without relief of the ileus. Eighty mg. 
of strychnine were administered every half hour, still without evidence 
of spinal nerve hyperexcitability. In the next three days 1800-2340 mg. of 
strychnine were injected subcutaneously every day, with gradual. slow 
improvement of the patient. After three more days of gradually decreasing 
amounts of strychnine the patient recovered completely, without ever devel- 
oping evidence of strychnine toxicity. Thus over a period of seven days, 
14.71 Gm. of strychnine were administered, without toxicity effects. 

It is stressed that the course of action followed in this case is essential 
in barbiturate coma of the greatest severity. It is recommended that in- 
creasing doses of strychnine be administered up to the daily tolerance of 
the patient, until full consciousness is recovered. Ten mg. strychnine intra- 
venously should be the starting dose, with an increase of 10 mg. every half 
hour until signs of trismus or other muscular hyperexcitability appear. The 
therapy must be pushed to tolerance until recovery or death. Administration 
of benzedrine, antibiotics and fluids as needed, and other supportive therapy, 
must accompany the strychnine. 


The Pseudo-Graefe Sign. (Ueber das pseudo-Graefesche Symptom). 
Schweiz. med. Wehnschr. 79: 786-87. Aug. 27, 1949. 


The pseudo-Graefe sign is rarely mentioned in the literature. However, 
it is well known that the Graefe sign may occur in other conditions except 
exophthalmic goiter, and not infrequently as an isolated manifestation. The 
author never observed it during his many years of practice in Europe, but 
has encountered it frequently in China. Three cases are described, including 
one in which the patient was suffering from masked pulmonary tuberculosis, 
one case of chronic duodenal ulcer and 1 case of focal infection. Hitherto 
the pseudo-Graefe sign has been encountered only in myotonia congenita 
and as a sequel of encephalitis. There is of course the possibility of a mild 
overlooked encephalitis, especially in China where medical care is inade- 
quate. The present writer shares the opinion of J. Bauer that the pseudo- 
Graefe sign is a degenerative stigma. Such stigmata are very common in 
China. 5 references. 


A Simple Benzidine Test for Occult Blood in Feces. M. B. Levin, M.D. 
and J. Y. C. Watt, M.D., Baltimore, Md. Rev. Gastroenterol. 16: 650-51, 
Aug. 1949, 


It has been a common experience of laboratory workers to encounter 
false-positive reactions by ordinary methods in testing for occult blood in 
feces. The authors devised the following procedure by which factors most 
likely to cause false-positive reactions would be eliminated, for more accu- 
rate results. 

1. To 3 ce. of clear stool filtrate (obtained by using Whatman #5 or 
more retentive paper) are added 8 drops of 50° aqueous acetic 
acid or glacial acetic acid with mixing. To this mixture are then 
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added 8 drops of HO. (C.P., 3% Overlay the final mixture with 
an alcoholic benzidine solution (dissolve 6 Gm. of benzidine base 
C.P. powder for occult blood in 100 ce. of ethyl alcohol 95% ). Tilt 
to bring about slight mixing at ring. A positive reaction is indicated 
by the appearance of a greenish ring at the junction of the benzidine 
solution and the filtrate mixture within 1 to 2 minuies. 


N 


In testing for blood in vomitus and gastric contents, water is added to 
half the volume of material used before filtration. Repeat test as 
previously. 

3. In testing for blood in urine, the specimen is centrifuged or sedi- 
mented. To the sediment | or 2 ce. of water is added. Repeat test as 
previously. Microscopically 4 to 8 RBC per H.P.F. will give a 
positive reaction. 

1. The maximum sensitiveness of our method is 1:100,000 with hemo- 
globin C.P. 

5. The advantage of our method can be summarized: a) clear filtration 

of stool suspension eliminates blood-containing particles of meats; 

oxidase-containing particles of foods; particles of animal charcoal; 
and insoluble metal salts (of iron, copper, etc.); b) the acetic acid 
destroys soluble oxidase; and c) meat-free days are unnecessary 
preceding our test for blood. references.—-Author’s 
abstract. 


Methyl] Testosterone for Migraine of Women. Robert C. Moehlig, M.D. 
and Robert A. Gerisch, M.D., Detroit, Mich. J. Michigan M. Soc. 48: 1025- 
28, Aug. 1949. 


In 35 women suffering from migraine, the use of methyl testosterone 
was followed by relief in 31 patients, a percentage of 88.5. Of this number, 
28 were considered as suffering from typical migraine, usually with a 
familial history of migraine and the typical symptoms of the disease. The 
initial dose was usually 20 mg. daily and was reduced to 10 mg. after four 
to six weeks, there was no need to continue beyond this point. The improve- 
ment noted was not alone in relief of headaches but in feeling of well-being, 
increased ambition; increased muscular strength, improved memory, in- 
creased libido and a healthy mental outlook. 

It has been emphasized that there are certain undesirable effects which 
call for caution and strict supervision of the treatment. Some of the undesir- 
able effects which are particularly distressing in women are the masculin- 
izing effects such as hirsutism, voice changes and acne. Women would rather 
have migraine than mar their beauty by using testosterone. In addition to 
these undesirable cosmetic and masculinizing changes, the drug should be 
given with caution in patients with goiter or diabetes mellitus. Despite the 
undesirable effects, which can be guarded against by proper supervision, 
the benefits far outweigh the risk involved. One patient has experienced 
no recurrence in two and a half years; another one has had no recurrence in 
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two years. We feel that methyl testosterone deserves a place in the treat- 
ment of women with migraine, but a larger series over a longer period of time 
will be necessary to evaluate the treatment. For the present we are enthu- 
siastie about the short-term results.—Author’s abstract. 


Erythema Multiforme Exudativum: Report of a Case with False-Positive 
Serology. Richard H. Saunders, Jr., M.D., Yale University School of 
Medicine, New Haven, Conn. Yale J. Biol. & Med. 21: 481-85, July 1949. 


The case of a young negro man is reported who was suflering his third 
attack of an illness characterized by sudden onset of coryza, sore throat, 
malaise, fever and cough, followed by purulent conjunctivitis and maculo- 
papular eruption of the skin of most of the body. Ulcerative lesions of the 
buecal mucosa also occurred. The author believes this to have been a case of 
Stephens-Johnson syndrome and discusses the salient features of this dis- 
order. The case reported is unusual in that the serology was positive although 
it was known to have been negative during the patient’s two previous attacks. 
Darkfield examination of skin and mouth lesions failed to reveal T. pallida. 
Only symptomatic therapy was given and the patient’s serologic tests became 
entirely negative within six weeks after onset of the illness. In 234 cases 
which the author collected from recent literature in English, no such sero- 
logic data were presented. He believes this case to represent an example 
of a biologic false-positive test for syphilis occurring as a result of recurrent 
attack of erythema multiforme exudativum. 12 references. 1 table.— 
Author’s abstract. 


Xiphosternal Crunch: an Analysis of 106 Cases Among 3,224 Army 
Separatees. Louis Schwab, M.D., Weston, Mass., Gordon L. Smiley, M.D., 
Ann Arbor, Mich., and Werner P. Meyn, M.D., St. Louis, Mo. Ann. Int. 
Med. 31: 228-34, Aug. 1949. 


The peculiar, “crunching”, apparently adventiticus, systolic heart 
sound heard commonly in the tricuspid area and recently described by 
Solis-Cohen was made the subject of a clinical study. The sound was heard 
in 3.3% of the young, physically fit soldiers examined. It was not correlated 
with any unusual physical or cardiovascular conditions other than funnel 
chest (pectus excavatum), some degree of which was seen in 25% of the 
cases. In 25% of the sounds, expiration increased its intensity. It is sug- 
gested that the sound may be caused by slight movements of the seventh 
costal cartilage, under the cardiac thrust, at its articulation with the xiphoid 
process and the sternum. The existence of funnel chest might be expected to 
contribute to the development of such “loose” articulations, which would 
account for the correlation between the xiphosternal crunch and funnel chest. 
—Author’s abstract. 
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First Report on a Study of Desensitization of Heterologous Plasmas 
(Primera Communicacién sobre el Estudio de la Desensibilizacién de 
Plasmas heterélogos). Emilio V. Megassini and Guillermo Doll. Dia méd. 
21: 1818-20. Aug. 11, 1949, 


A method is described for rendering horse serum much less toxie 
than is possible by the procedures of Edwards of England, or Masson of 
Spain. This is merely a preliminary report and further investigation is 
needed. 7 references. 


New Evidence on the Structure of Some Proteins from Measurements 
with Polarized Infra-Red Radiation. F. z, Ambrose, Dr. A. Elliott and Dr. 
R. B. Temple, Research Laboratory, Courtaulds, Ltd., Maidenhead, England. 
Nature 163: 859-61, June 4, 1949, 


Earlier work has shown that keratin, myosin and other related fibrous 
proteins may exist in one of two forms @ and 4, each giving characteristic 
x-ray photographs with chain spacings of respectively 5.1 A, and 3.3 A. 
The © form is believed to be an extended polypeptide chain, whereas in 
the @ form the chain is folded. Infra red spectra of oriented polyglutamie 
ester and oriented Y proteins (keratin, Edsall myosin and tropomyosin) 
observed with polarized radiation show that the direction of the N-H bond 
of the peptide link has higher orientation along the fibre axis than across 
it. In & keratin, on the other hand, the N-H bond is perpendicular to the 
fibre axis. It is suggested that the @ fold may be closely related to one sug- 
gested by Huggins, in which 7 membered rings are formed by intra- 
molecular hydrogen bonds as shown below. 


N 

H N 

R R 


The R groups may be attached so as to lie nearly in the plane of the ribbon, 
which, for reasons given, seems more probable than Huggins’ suggestion. 


Other models which have previously been suggested are considered to 
be unlikely, either because they do not predict the observed dichroism of the 
N-H bond, or are rigid and would seem to make a transition from the @ form 
to the © form (which oceurs in keratin on stretching under suitable con- 
ditions) difheult or impossible. The x-ray data are considered in connection 
with a scale model of the proposed fold. The model (in which the atoms 
are represented by wooden spheres with flat faces, linked together by press 
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studs) allows deformation of the valency bonds up to about 6°, and also 
free rotation about single bonds. It is suggested that bending or staggering 
of side chains may account for the intensity of the 5.1 A meridian are in 
the x-ray photograph of the ¢ fold. The model shows great flexibility of the 
proposed fold, and transforms readily into the 8 chain on breaking the 
hydrogen bonds and stretching; the side chains remain parallel during this 
operation. The @ fold, being flexible, allows further folding and it is sug- 
gested that such secondary folding could be a mechanism of muscle con- 
traction, with the force for contraction coming perhaps from intramolecular 
salt links. 18 references. 3 figures.—Author’ abstract. 


Isotopic Studies of the Biosynthesis of Nucleic Acid Components. 
I. Purines and Pyrimidines. Milton R. Heinrich, D. Wright Wilson, and 
Samuel Gurin, Philadelphia, Pa. Am. J. M. Sc. 217: 709-10, June 1949. 


The synthesis of purines and pyrimidines in rats was studied by admin- 
istering precursors labeled with radioactive carbon. Adenine, guanine, 
uracil, and thymine were isolated from tissue nucleic acids, and adenine 
from nucleotides. Carbon dioxide was found to be incorporated equally 
into purines and pyrimidines, appearing in carbon 6 of guanine, and carbon 
2 of uracil. The carboxyl carbon of glycine appeared in carbon 4 of 
guanine. The carboxyl carbon of acetic acid was not appreciably utilized in 
the synthesis of purines or pyrimidines.—Author’s abstract. 


A General View of Cancer Research. Leonard A. Scheele, Surgeon 
General U.S. Public Health Service, Federal Security Agency, Washington, 
D.C. Bull. New York Acad. Med. 25: 671-97, Nov. 1949. 


This paper presents a review of the history and present status of cancer 
research, including a description of the program of Federal cancer research 
through the National Cancer Institute. At present a large part of cancer 
research deals with tumor genesis and early development, including cell 
metabolism, the processes of differentiation and regeneration, and cellular 
variation. The review of etiologic factors in cancer includes a discussion of 
carcinogenic agents, virus tumors, endocrine factors, dietary factors and 
genetics. Recent studies of methods of treatment of cancer include the 
radio-isotopes and the use of various chemical agents and hormones. At 
present, however, no cure for cancer except surgery or radiation is available. 
The epidemiology of cancer is also being studied, i.e., the incidence of 
cancer by types and site in relation to environment. Studies in this field 
relate chiefly to environmental carcinogenic factors in industry and methods 
of controlling them. The National Cancer Institute is also engaged in the 
study of diagnostic tests for cancer. From this review the conclusion is 
drawn that the problem of cancer is not yet solved, but that by continued 
and concerted effort of universities, hospitals, voluntary organizations and 
Federal agencies, it can and will be solved. 50 references. 1 figure. 4 
charts. 3 tables. 
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New Apparatus for Determination of Capillary Resistance, Pleural 
Puncture and Aerosol Inhalations (Neue Apparatur zur Bestimmung der 
Kapillarresistenz mit Verwendbarkeit auch zu Pleura-punktion und Inhal- 
ation von Aerosolen). F. Wyss and H. Matti. Schweiz. med. Wehnschr. 
79: 644-46. July 16, 1949. 


A new apparatus, devised by the authors and constructed by H. 
Jiinghaus of Ziirich, for determination of capillary resistance is described 
with details of technic. It can also serve as a vacuum pump for aspiration 
of pleural effusions or for insufflation of aerosoles, inhalation of penicillin, 
streptomycin, and sulfonamides. It eliminates sources of subjective error in 
counting the petechiae and is believed to be more convenient, rapid and 
accurate than apparatus otherwise available. 


13. Announcements 
“Circulation” 
Official Organ of American Heart Association Starts Publication in January. 

New York, September 15:-—A new official monthly publication of 
the American Heart Association, to be known as Circulation — The 
Journal of the American Heart Association, will begin publication in Janu- 
ary, 1950, according to a joint announcement by Dr. H. M. Marvin, 
President of the Association, and Henry M. Stratton, President of Grune & 
Stratton, medical publishers, 381 Fourth Avenue, New York. 

With the new publication, the American Heart Association will ter- 
minate sponsorship of the monthly American Heart Journal with the 
December, 1949, issue. The Journal, published by the C. V. Mosby Co., 
St. Louis, Mo., has been the Association’s official organ for the past 19 
years. Its present circulation, all within the medical profession, is 9,000 
copies. 

“The needs of the members of the American Heart Association, and of 
the medical profession in general, require a larger official journal to keep 
pace with advances in the field of cardiovascular diseases,” the announce- 
ment states. “Circulation will be published in a new, larger format, allowing 
for the printing of 25° more material in each issue, to give a balanced 
account of all phases of scientific heart information for the specialist, 
clinician and investigator. This will assure accelerated publication of 
articles, bringing valuable medical material to the professional reader at the 
earliest possible opportunity.” 

Dr. Thomas M. MeMillan, for some years Editor-in-Chief of the 
Journal, will continue in that capacity for Circulation and it is expected 
that the Associate Editors and Editorial Board of the older publication 
will also serve in the same capacities on the new magazine. The annual 
subscription price will be $12 ($13 outside the U. S.). 

The Grune & Stratton firm are also publishers of Blood — The Journal 
of Hematology and are the official representatives of the British Medical 
Association for all of its periodicals in the United States. 
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effect of para-aminobenzoic acid on murine 
typhus, clinical study of 60 cases, 179 
para-aminobenzoic acid in treatment of 


Rocky Mountain spotted fever, 91 
ACIDOSIS 
metabolic studies in diabetic acidosis, the 
effect of the early administration of dex- 
trose, 150 
ACRODYNIA 
syndrome resembling 
females, 259 


ACTINOMYCOSIS 


acrodynia in young 


cervical actinomycosis with embedded for- 
eign body and without sinus formation, 
18 


ADDISON'S DISEASE 
suspensions of desoxycorticosterone crystals 
in the treatment of Addison's disease, 61 
ADRENAL PREPARATIONS 
suspensions of desoxycorticosterone crystals 
in the treatment of Addison's disease, 61 
ADRENALS 
lowering of the erythrocyte sedimentation 
rate in adrenal insufficiency, 62 
AEROSOLS 
clinical and experimental study of isuprel 
in spontaneous and induced asthma, 142 
method of determining the site of retention 
of aerosols within the respiratory tract of 
man by the use of radioactive sodium, 73 
ALCOHOL 
influence of alcohol on ketone metabolism, 
339 
influence of alcohol on the 
galactose tolerance test, 326 


intravenous 


ALCOHOLISM 
conditioned-reflex treatment of alcoholism, 
1, its rationale and technic, 358 
Consolidated Edison’s alcoholic policy, 360 
ALLERGY 
allergy and antihistamine therapy, review, 
333 
bronchoscopic therapy on allergic asthma, 
335 
clinical appraisal of benadryl, pyriben- 
zamine, and anthallan in the treatment 


of allergic disorders, 58 

failure of ragweed pollen extract to destroy 
white cells from ragweed-sensitive pa- 
tients, 334 

non-specific desensitization of allergic con- 
ditions with paspat, 334 

observations on acute allergic gastritis, 57 

pseudoreactions to the tuberculin patch test, 
300 

AMEBIASIS 
amebiasis in veterans of World War II, 101 
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AMMONIA AND AMMONIUM COMPOUNDS 

variations in the blood pressure response to 

repeated administration of tetraethyl am- 
monium chloride, 30 


ANEMIA 


dnemia of malignancy, 135 
effect of liver extract and vitamin B,g on 
the mucous membrane lesions of macro- 
cytie anemia, 55 
aplastic: 
blood and bone marrow concentration of 
atabrine and its role in aplastic anemia, 


hemochromatosis with aplastic or refractory 
anemia, 137 
etiology and pathogenesis: 
anemia problems in rheumatoid arthritis, 
anemia in diseases of the intestinal 
134 
pernicious: 
activity of microbial animal protein factor 
concentrates in pernicious anemia, 53 
coexistence of pernicious anemia and chron- 
ic lymphatic leukemia, 329 
pernicious anemia complicated by syphilis, 
report of three cases, 328 
response of lingual manifestations of per- 
nicious anemia to pteroylglutamic acid 
and vitamin Byy, 24 
sickle cell: 
rapid diagnostic test for sickle cell anemia, 
135 
—sickle cell anemia, molecular disease, 330 
sickle-cell anemia in adults, roentgenogra- 
phic findings, 136 
therapy: 
tentative appraisal of vitamin B,, as a ther- 
apeutic agent, 133 
~-thymine, folic acid and vitamin By, in 
nutritional macrocytic anaemia, tropical 
sprue, and pernicious anaemia, 134 
ANGINA PECTORIS 
khellin in angina pectoris, 107 
ANIMALS 
experimental investigation of the cholagogue 
action of  trithioparamethoxy-phenylpro- 
pene in the dog, 47 
ANNOUNCEMENTS 
“circulation”, 366 
ANTABUSE 
treatment of alcoholic patients in Denmark 
with “antabuse” with suggestions for its 
trial in the United States, 359 
ANTIBIOTIC AGENTS 
“aureomycin” a new orally effective anti- 
biotic, clinical trial in Rocky Mountain 
spotted fever, results of susceptibility 
tests and blood assays, using a_turbidi- 
metric method, 88 
streptomycin and newer antibiotics in the 
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treatment of infections other than tubercu- 
losis, 87 
ANTICOAGULANTS 
use of anticoagulants in the 
disease of the heart and 
with special reference to 
coagulant therapy, 311 
ANTIHISTAMINIC AGENTS 
clinical appraisal of benadryl, 
mine and anthallan in the 
allergic disorders, 58 
influence of 


treatment of 
blood 


long 


vessels 
term anti- 


pyribenza 
treatment of 


intravenously administered ben- 
adryl on blood pressure and electrocardio- 
gram, 109 
insulin allergy, treatment with the histamine 
antagonists, 143 
ANTISPASMODIC AGENTS 
effects of certain 
on intestinal 


so-called antispasmodic- 
motility, 122 

use of CO, and air as antispasmodics, 325 
\ORTOGRAPHY 


visualization of patent ductus arteriosus bot- 


alli by means of thoracic aortography, 
209 
APPARATUS 
Millikan oximeter in the recognition and 
treatment of anoxemia in clinical medi- 
cine, 158 


new apparatus for determination of capillary 
resistance, pleural puncture and 
inhalations, 365 
ARACHNIDISM 
arachnidism, effect of caleium gluconate in 
six cases, 265 
ARTERIES 
arteritis temporalis syndrome, 116 
endarteriectomy to remove the block causing 
gangrene in diabetic arteritis, 22 
—experiments on the etiology of periarteritis 
nodosa, 37 
necrotizing generalized arteritis due to the 
use of sulfonamide drugs, 196 
ARTERIOSCLEROSIS 
dietary cholesterol, its 
osis, 117 
ARTHRITIS 
clinical and pathological observations in a 
study of degenerative arthritis of the hip 
joint, 154 


aerosol 


role in atheroscler- 


neostigmine in arthritis, a case of toxic 
reaction, 157 
treatment of Felty’s syndrome, 288 
rheumatoid: 
amyloidosis in rheumatoid arthritis, report 


of ten cases, 67 
autotransplantation of joint capsule, attempt 
to desensitize patients suffering from rheu- 
matoid arthritis, 69 
intensive chrysotherapy (with 
rheumatoid arthritis, 260 
vascular approach to the treatment of rheu- 


lauron) in 


matoid arthritis, a preliminary report, 
157 
ASPERGILLOSIS 
pulmonary aspergillosis, report of two cases, 
103 


ASTHMA 
bacterial allergy in relation to asthma, 245 
cardiac asthma, acute cardiac dyspnea, 198 
clinical and experimental study of isuprel 


in spontaneous and 
medical 
301 
new trends in the 
asthma, 246 
observations on the use of the 
in refractory 
ATABRINE 


induced 
management of 


asthma, 142 
bronchial asthma, 


treatment of bronchial 


respirator 
status asthmaticus, 104 
hone 


marrow concentration of 


atabrine and its role aplastic anemia, 
138 
AL REOMYCIN 

“aureomyein” a new orally effective anti- 
biotie, clinical trial in Rocky Mountain 
spotted fever, results of -usceptibility 
tests and blood assays using a turbidi- 
metric method, 88 


aureomycin in the treatment of experimental 
relapsing fever and leptospirosis ictero- 
haemorrhagica (Weil's disease), 177 

—aureomycin in the treatment of penicillin- 

resistant staphylococcic bacteremia, 291 

aureomycin in the treatment of 
atypical pneumonia, 177 

first effective weapon against Q fever, ty- 
phus and spotted fever is aureomycin, it 
may become best drug of decade, 88 

oral administration of aureomycin (duomy- 
cin) and its effects on treponema palli- 
dum in man, 186 


primary 


present status of aureomycin therapy, 295 
BACTERIAL ENDOCARDITIS 
acute bacterial endocarditis involving both 
mitral and aortic valves, propagated 
across the interventricular septum, 205 
development of cardiac murmurs in success- 
fully treated cases of bacterial 
ditis, 207 
streptococe al 


endocar- 


subacute bacterial endocar 
ditis, cure of the infection by penicillin, 
death from continuing inflammation with 
cardiac arrest, 206 


BAL 
effect of BAL in accidents during arsenic 
and gold therapy, 75 
BCG 
critical analysis of BCG in the prevention 
of tuberculosis, 298 
study of BCG vaccination at High School 
age, preliminary notes on the frequency 
of tuberculous infection in students of 
15 and 16 years, 299 
BILIARY TRACT 
endocrine therapy for hepato-biliary disease, 
45 
BLASTOMYCOsIS 
immunologic types of blastomycosis, report 
on 40 cases, 268 
BLOOD 
—acute uraemia, 38 
can vascular shunting be induced in the 
kidneys by vasoactive drugs? 218 
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changes in the serum proteins during hepat- 
ic disorders, 46 
circulating anticoagulant as a cause of hem- 
diathesis in man, 142 
—hemophilia-like disease in women, 
of two cases, 241 


orrhagic 


report 


first report on a study of desensitization of 
heterologous plasmas, 364 

hypoprothrombinemia, effect of transfusions 
of blood fortified by administration of 
vitamin K to donors, 140 

lowering of the erythrocyte 
rate in adrenal 

new factors in the coagulation of blood, 52 

nonsurgical treatment of peripheral vascular 
disorders, 312 

nucleic acids and the production of anti- 
body by plasma cells, 330 

office diagnosis of peripheral vascular in- 
sufficiency, 214 

peripheral vascular disease in the Jungs, 


sedimentation 
insufficiency, 62 


serum glutamic acid levels and the ocecur- 
rence of nausea and vomiting after the 
intravenous administration of amino acid 
mixtures, 351 

simple quantitative calcium-formolgel reac- 
tion, and its connection with the 
euglobulin and gammaglobulin content of 
serum, 244 


survival of transfused erythrocytes from a 


donor with nocturnal haemoglobinuria, 
242 

treatment of intracellular methemoglobine- 
mia, 53 


BLOOD PRESSURE, HIGH 
—problem of malignant hypertension and _ its 
treatment by splanchnic resection, 118 
—recent advances in the pathogenesis and 
treatment of essential hypertension, 305 
successful nephrectomy in a case of malig- 
nant hypertension, 120 
toxicity of thiocyanates used in treatment of 
hypertension, 311 
—variations in the blood pressure response to 
repeated administration of tetraethyl am- 
monium chloride, 30 
BLOOD TRANSFUSION 
influence of sex of donors and recipients on 
transfusion reactions, 76 
LONE MARROW 
bone marrow aspirations, 233 
BONES 
—bone sclerosis in leukemia and in nonleu- 
kemic myelosis, 239 
BOOKS 
commonsense 
Meyer, 158 
BRAIN 
abscess of the cerebellum, 258 
mumps meningoencephalitis with and with- 
out parotitis, 277 
traumatic encephalitis and the syndrome of 
parkinsonism in professional boxers, 71 
treatment of cerebral concussion, 350 
BRILL’S DISEASE 


—Brill’s disease, report of two serologically 


psychiatry of Dr. Adolf 


proved cases of typhus fever in Irish-born 
residents of Boston, 11 
BRUCELLOSIS—See Undulant Fever 
common sources of error in the diagnosis 
and treacment of chronic brucellosis, 161 
BUERGER’S DISEASE 
alpha tocopherol in Buerger’s disease, 304 
BURSA 
roentgen therapy of bursitis, 152 
CANCER 
roentgen therapy of carcinoma of 
urethra and vulva, 120 
studies on carbohydrate metabolism in pa- 
tients with gastric cancer, defective hep- 
atic glycogenesis, effects of adrenocortical 
extract, 125 
CARBUNCLES 
treatment of carbuncles by the local injec- 
tion of penicillin, 245 
CARDIOVASCULAR DISEASES 
recent advances in the field 
cular disease, 106 
CARONAMIDE 
penicillin and caronamide in resistant sub- 
acute bacterial endocarditis, 96 
CARRIERS 
effectiveness of sulfathiazole in the bacter- 
iuria with typhoid bacilli, 23 
staphylococcie carriers, role of nasal infec- 
tion in the spread of illness, 6 
CHEMOTHERAPY 
antipertussis serum (animal), 296 
chemotherapy and antibiotics in chronic ul- 
cerative colitis, 42 
chemotherapy of leprosy, 25 
volatile antibodies, beta-antibiotics, 181 
CHEST 
pitressin test, usefulness in the differential 
diagnosis of chest pains, 210 
CHLOROMYCETIN 
preliminary report on the beneficial effect 
of chloromycetin in the treatment of ty- 
phoid fever, 24 
treatment of Rocky Mountain spotted fever 
with chloromycetin, 90 
CHYLURIA 
-—chyluria, report of ten cases, 99 
COCCIDIOIDOMYCOSIS 
progressive coccidioidomycosis, report of a 
case, 11 
COLITIS 
—colitis, 39 
—evaluation of the clinical management of 
chronic ulcerative colitis, 40 
—-ulcerative : 
chemotherapy and antibiotics in 
ulcerative colitis, 42 
etiology and treatment of chronic ulcerative 
colitis, 320 
nitrogen metabolism in chronic idiopathic 
ulcerative colitis and its therapeutic sig- 
nificance, 320 
—treatment of idiopathic ulcerative colitis- by 
means of a “medical ileostomy” and an 
orally administered protein hydrolysate- 
dextri-maltose mixture, 41 
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use of nisulfazole in the treatmeni of ulcer- 
ative colitis, 321 
COMA 
strychnine and the analeptic amines in th 
treaiment of barbiturate coma, 360 
CURARE 
management of tetanus with curare, report 
ol two 156 
DERMATITIS 


allergic dermatitis due to handling of strep 


Cases, 


fomycin by hospital personnel, 247 
DIABFTES 
blood sugar in diabetic coma, 251 
diabetes and tuberculosis, 341 
heredity in diabetes, report of five genera- 
tions of a diabetic family, 249 


intercapillary glomerulosclerosis, 148 
problem of posttraumatic anato- 
mical and clinical documents of the war, 
250 
simultaneous 
thrombosis. 


diabetes, 


diabetic coma and 
sinus report of a 
urinary excretion of insulin by normal and 
diabetic subjects, 65 
DIABETES MELLITUS 
achlorhydria and its 
mellitus, 


cavernous 


case, 252 


clinical 
341 


diabetes 


significance 
in diabetes 
150 


management of mellitus, 


DIATHERMY 
observations on the treatment of chronic 
hypertrophic gastritis with shortwave dia- 
thermy, 12 
DICUMAROL 
dicoumarin, medical aspects, 111 
dicoumarol therapy of acute coronary throm- 
bosis, 210 
—use of dicumarol in experimental coronary 
occlusion, ineffectiveness of dicumarol 
when ligation is the method of occlusion, 
112 
DIET AND DIETETICS 
clinical approach to the office management 
of diabetes mellitus, 30 
DIGESTION 


two unusual cases of disease of the alimen- 


tary canal, 226 
DIPHTHERIA 
clinical manifestations of the severe form 


of diphtheria, 81 

penicillin in the treatment of diphtheria and 
the diphtheria carrier state, 99 

types of the diphtheria bacillus and clinical 
diphtheria, observations during the diph- 
theria epidemic in Copenhagen the 
winter of 1943-44 with special reference 
to the relation between the types of the 
bacillus and the clinical symptoms, com- 
plications, prognosis and autopsy find- 


ings, 
DILRESIS AND DIURETICS 


influence of mercurial diuretics on the ex- 


cretion of sodium, potassium chlo- 
rides, 109 
DRUGS 
clinical studies in the use of myanesin, 70 


paludrine, new anti-malarial drug, 19 


DYSENTERY 
small intestinal motility in acute dysentery, 


DYSTROPHY 
shoulder-hand syndrome in reflex dystrophy 
of the upper extremity, 152 
EDEMA 
edema of heart failure, 114 
modern treatment of edema, with a report 
of relatively low toxicity and effective 
ness of thiomerin, a new mercurial diure 
tic that is well tolerated subcutaneously, 
197 
renal and circulatory factors in the edema 


formation of congestive heart failure, 115 
roentgenologic picture of pulmonary edema, 
192 
role of chloride in the mechanism 
and treatment of congestive heart failure, 
116 
war edema in the 
Saipan, 118 
EMOTIONS 
emotional 
EMPYEMA 
treatment of 
piration 
106 
ENCEPHALITIS 
encephalitis following Q fever, 274 
encephalitis following Queensland 


sodium 


civilian population of 


factors in organic disease, 355 


tuberculous 
and Dakin’s 


empyema by as 
solution irrigation, 


fever, 
275 
ENDOCARDITIS 
effect of subacute bacterial endocarditis on 
the course of the underlying heart dis 


ease, 113 
bacterial: 
—acute bacterial endocarditis of salmonella 


origin, 267 
penicillin and caronamide in resistant sub 
acute bacterial endocarditis, 96 
streptomycin in the treatment of bacterial 
endocarditis, report of two cases, 95 
endocrine therapy for hepatobiliary disease, 


15 
EPILEPSY 
clinical aspects of the normal 
cephalogram in epilepsy, 72 
use of benzedrine and dexedrine sulfate in 
the treatment of epilepsy, 150 
ERGOT AND ERGOT PREPARATIONS 
ergotamine and apparent coronary 
ficiency, 36 
ERYTHEMA MULTIFORME 
erythema multiforme exudativum, report of 
a case with false-positive 363 
ERYTHEMA NODOSUM 


erythema nodosum seen with primary tuber- 


electroen 


insuf- 


serology, 


culous infection under sulfathiazole ther 
apy. 165 

EXTREMITIES 
intra-arterial injections of oxygen in per- 
ipheral vascular disease of extremities. 
36 

FAGARINE 
clinical observations with fagarine, 20] 
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FECES 
simple benzidine test for occult blood in 
feces, 361 
FEVER 
—Canicola fever, ease report, 86 
—case of Q fever observed in vicinity of 
Algiers, 13 
experimental investigations of Q fever, 12 
) fever, case treated with streptomycin, 2 
study of the mechanism and treatment of 
experimental heat pyrexia, 72 
FOREIGN BODIES 
cervical actinomycosis with embedded for- 
eign body and without sinus formation, 
18 
GANGRENE 
fulminating course of pulmonary gangrene 
in boy of nine years, 300 
incipient symmetrical peripheral gangrene 
complicating paroxysmal tachycardia, 206 
GANTRISAN 
—clinical evaluation of a new sulfonamide, 
Gantrisan, 176 
GASTROINTESTINAL TRACT 
effects of certain so-called antispasmodics 
on intestinal motility, 122 
evaluation of clinical methods in gastro- 
intestinal disease, 322 
megacolon in myxedema, 59 
observations on acute allergic gastritis, 57 
preliminary observations on histamine and 
insulin stimulated gastric secretion during 
the injection of an enterogastrone concen- 
trate in man, 50 
recent advances in gastrointestinal physiol- 
ogy, 324 
rectal injuries following the Stockholm 
method of treatment of cancer of the 
cervix uteri, 39 
GASTROINTESTINAL TRACT 
small intestinal motility in acute dysentery, 
studies on mucus in the human stomach, 
estimation of its protective action against 
corrosive chemical applied to the gastric 
mucosa and attempts at quantitation of 
gastric mucin by two chemical methods, 
48 
physiology: 
studies on nocturnal and 24-hour gastric 
secretion during the injection of an enter- 
ogastrone concentrate in man, 49 
GOITER—-See Thyroid 
observations on methylthiouracil treatment 
of thyrotoxicosis, 336 
—problems in the diagnosis and management 
of myxedema, 338 
problems in the diagnosis of thyrotoxicosis, 
337 
—pseudo-Graefe sign, 361 
thiourea compared with propylthiouracil in 
the treatment of thyrotoxicosis, 337 
GOUT 
newer advances in gout, 349 
GRAFTS 


fetal organ grafts in endocrine deficiency, 
254 


GRANULOCYTOPENIA 
—folic acid in the treatment of agranulocy- 
tosis, 140 
HEART 
application of an oximeter for whole blood 
to diagnostic cardiac catheterization, 203 
—calcified aortic valve, 303 
conditions which result in increased pres- 
sure within the lesser circulation, 202 
—coronary sclerosis as a symptom of xantho- 
matosis, Mueller’s syndrome, 307 
—electrocardiographic study of typhoid myo- 
carditis, 35 
—heart rate with exercise in patients with 
auricular fibrillation, 309 
—menstrual syndrome in mitral stenosis, 204 
—mitral stenosis in later life, 309 
—observations on the frequency of paroxysmal 
auricular tachycardia, 206 
pericardial and coronary complications of 
myxedema, five recent observations, 58 
pericardial effusion, constant, early and 
ma or tactor in the cardiac syndrome of 
hypothyroidism (myxedema heart), 340 
—right ventricular stenosis (Bernheim’s syn- 
drome), 303 
—xiphisternal crunch, analysis of 106 cases 
among 3,224 Army separatees, 363 
angina pectoris: 
—thirty years of personal observation of an- 
gina pectoris, 213 
treatment of angina pectoris with propyl- 
thiouracil, 118 
block: 
bundle branch Llock with spontaneous remis- 
sion after 18 months, 305 
complete artrioventricular block in diphther- 
itie myocarditis, report of a case with 
serial electrocardiographic tracings, 80 
diagnosis of intra-auricular thrombosis in 
the living, 312 
management of acute coronary occlusion 
with myocardial infarction, 210 
right bundle branch block and cardiac in- 
farction, 308 
roentgen examination of the soft tissue in 
acute thrombosis, 215 
traumatic coronary thrombosis with myo- 
cardial infarction, 310 
disease: 
course of beriberi heart disease in American 
prisoners-of-war in Japan, 118 
effect of subacute bacterial endocarditis on 
the course of the underlying heart disease, 


! 


left atrial calcification in rheumatic heart 
disease, 2! 
—arteriosclerotic heart disease in diabetics, 
3 
—shoulder-hand syndrome, a complication of 
coronary artery disease, 306 
—studies on coronary heart disease, part I. 
fundamentals of alpha tocopherol therapy, 
305 
unusual manifestations of coronary heart 
disease, 113 
insufficiency: 
bioassay of adrenal corticoids in the urine 
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202 
edema of heart failure, 114 
ergotamine and apparent coronary insuffi- 
ciency, 36 
experience with the Schemm regimen in the 
treatment of congestive heart failure, 34 
renal and circulatory factors in the edema 
formation of congestive heart failure, 115 
role of sodium chloride in the mechanism 
and treatment of congestive heart failure, 
i16 
HEMOPHILIA 
hemophilia, clinical study of forty patients, 
240 
some experiments in the treatment of hemo- 
philia with mercury, 242 
HEPATITIS, INFECTIOUS 
—critique on sequelae of viral hepatitis, 131 
—distaste for smoking, an early symptom in 
virus hepatitis, 275 
—hepatitis associated with streptomycin ther- 
apy, 283 


HIP 
—clinical and pathological observations in a 
study of degenerative arthritis of the hip 
joint, 154 
HISTOPLASMOSIS 
histoplasmosis and tuberculin sensitivity in 
relation to pulmonary calcifications among 


University of Wisconsin students, 106 
HODGKIN'S DISEASE 
—Hodgkin’s disease, histopathological and 


clinical classification with radiotherapeu- 
tic response, 235 
nitrogen mustards in 
observations in 50 cases, 235 
—pulmonary complications in Hodgkin's dis- 
ease and the treatment, 194 
—splenomegaly and leukopenia in Hodgkin's 
disease, 51 
HORMONES 


estrogens 


disease, 


and tumour genesis, 59 
—role of hormones in the treatment of obesity, 
63 
use of androgens in men, 61 
HYPOGLYCEMIA 
—hypoglycemia, prevention in the new dia- 
betic, with early stabilization on low fat 
diet, with resultant low insulin dosage, 
345 
INFECTIOUS DISEASES—See also under names 
of individual diseases 
acute infectious lymphocytosis, review of 
the literature and report of a case, 276 
meningococeaemia and the purpura of Mar- 
tin De Gimard, report of a case, 269 
Mikulicz’s syndrome, 269 
—recent advances in the therapy of the more 
common protozoan and helminthic infec- 
tions in man, 296 
typing of typhoid and paratyphoid B. bacilli 
by means of bacteriophages, 272 
“yes” and “no” of nutrition and natural 
resistance to infectious disease, 171 
INFECTIONS 


direct and indirect therapy of acute respir- 


of patients with congestive heart failure, 


atory infections, 98 
streptomycin and newer antibiotics in the 
treatment of infections other than tuber- 
culosis, 87 
studies on infection with 
variants, 162 
INSULIN 
—clinical approach to the office management 
of diabetes mellitus, 30 
—insulin allergy, treatment with the histamine 
antagonists, 143 
—insulin fat atrophy, 348 


Brucella abortus 


INTESTINES 
—biotoxic intestinal conditions of the acid 
fermentation type, 323 
IODINE AND IODINE COMPOUNDS 
clinical use of radioactive iodine, 144 
—treatment of hyperthyroidism with radio- 


active iodine (113°, 12-hour half-life and 
1131, 8-day half-life), 144 
—use of radioactive iodine in the diagnosis 
and treatment of the thyroid gland, 64 
JAUNDICE 
—differential diagnosis of jaundice, 327 
—medical therapy in jaundice, 231 
thymol turbidity test, Takata-Ara’s test and 
Gros’ test in icteric conditions, 318 
JOINTS 
—cause of cracking joints, relation to weather 
and fibrositis, 357 
KALA-AZAR 
—kala-azar, three cases developing in veterans, 
191 
KHELLIN 
—khellin in angina pectoris, 107 
KIDNEYS 
—effects of shock on the kidney, 121 
extrarenal azotemia, report of a severe case 
with recovery, 221 
functional patterns in renal disease, 121 
new physiologic procedures for exploration 
of the normal and diseased kidney, 315 
recent advances in our knowledge concern- 
ing the nephrotic syndrome, 316 
—successful nephrectomy in a case of malig- 
nant hypertension, 120 
tomography as an adjunct to urography, 
221 


KNEE 
—management of knee injuries incurred in 
college football, 151 
LANDRY-GUILLAIN-BARRE SYNDROME 
Landry-Guillain-Barré syndrome,  Clinico- 
pathologic report of fifty fatal cases and 
a critique of the literature, 255 
LEISHMANIASIS 
kala-azar, report of a case showing unusual 
leukocyte response and prolonged incuba- 
tion period, 19 
new advances in the treatment of visceral 
leishmaniasis, 26 
—relapsing kala-azar, report of a case with 
cure effected by stilbamidine, 102 
LEPROSY 
chemotherapy of leprosy, 25 
intradermal mecholyl test for 


anidrosis, 
diagnostic aid in leprosy, 164 
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LIVER 
—changes in the serum proteins during hepatic 
disorders, 46 
liver involvement 
sis, 4 
pruritus in hepatic disease, 132 
recent concepts in the treatment of hepatic 
disease, 228 
validity of laboratory evidence in the diag- 
nosis of the sequelae of acute hepatitis, 
229 
cirrhosis: 
post hepatitis cirrhosis, 18 
recent advances in the medical management 
of cirrhosis of the liver, 46 
use of concentrated human serum albumin 
in the treatment of cirrhosis of the liver, 
132 
function tests: 
—differential diagnosis of jaundice by floccu- 
lation tests, 48 
—experimental investigation of the cholagogue 
action of  trithioparamethoxy-phenylpro- 
pene in the dog, 47 
practical value of liver function tests in 
clinical medicine, 129 
—-present status of liver function tests includ- 
ing observations on the newer flocculation 
procedures, 130 
thymol turbidity test for liver dysfunction, 


in infectious mononucleo- 


LEUKEMIA 
acute megakaryocytic leukemia, 138 
—chemotherapy in leukemia, Hodgkin’s dis- 
ease, and allied disorders, 234 
—chronic myeloid leukemia, report of a case 
suryiving ten years, 240 
—lymphoblastic leukemia treated with ure- 
thane, 233 
newer nitrogen mustards in the treatment 
of leukemia, 139 
—nitrogen mustard in 
mias, 329 
—pyridoxine deficient diet and desoxypyridox- 
ine in the therapy of lymphosarcoma and 
acute leukemia in man, 139 
—some observations on the effect of folic 
acid antagonists on acute leukemia and 
other forms of incurable cancer, 236 
—use of folic acid antagonists in the treat- 


treatment of leuke- 


ment of acute and subacute leukemia, 
preliminary statement, 237 

LUNG 

—pulmonary fibrosis, clinical aspects, 105 


LYMPHOBLASTOMA 
—lymphoblastoma simulating polycystic kid- 
ney disease, 52 
MALARIA 
evaluation of the complement fixation test 
for malaria, 189 
—paludrine in malaria, 187 
—‘Paludrine” (proguanil) in prophylaxis and 
treatment of malarial infections caused by 
a West African strain of P. Falciparum, 
189 
—resistance to proguanil (paludrine) in a 
mammalian malaria parasite (Plasmoduim 
cynomolgi), 188 


thick smear identification of malaria, 103 
transient urticaria in malaria, 190 
MELIODOSIS 
—chronic meliodosis, discussion, case report 
and special studies, 10 
MENINGITIS 
factors of prognostic significance observed 
in 118 cases of tuberculous meningitis 
treated with streptomycin in Algiers, 284 
—Friedlander bacillus meningitis, report of 
seven cases with two recoveries, 10 
—lymphocytic choriomeningitis, treatment of 
two cases with aureomycin, 274 
—report on the first 100 cases of tuberculous 
meningitis treated with streptomycin and 
observed for 18 months, evaluation of 
prognosis, 175 
treatment of pneumococcic meningitis with 
penicillin, 278 
treatment of pneumococcal meningitis with 
sulphadiazine and intrathecal penicillin G 
with recovery, 99 
—tularemic meningism and serous meningitis, 
report of twenty-eight cases observed dur- 
ing an epidemic of tularemia transmitted 
by insects in settlements of deportation 
Asino and JaJa, Siberia, USSR, 8 
—two cases of infectious meningoradiculitis 
observed in one family, 5 
MENINGOCOCCI 
—meningococcemia without meningitis, 1 
MENSTRUATION 
menstrual disorders in pellagra, 254 
MERCURY 
intravenous administration of mercurial di- 
uretics in man, immediate effect on the 
electrocardiogram, 33 
METABOLISM 
cholesterol-basal metabolism determinations, 
clinical observations in 830 cases, 145 
metabolic aspects of vascular degeneration 
in diabetes mellitus, 343 
—studies on carbohydrate metabolism in pa- 
tients with gastric cancer, defective hep- 
atic glycogenesis, effects of adrenocortical 
extract, 125 
MICTURITION 
—furfuryl trimethyl ammonium iodide (FTIA) 
for postoperative urinary retention, 315 
MIGRAINE 
concurrence of migraine and peptic ulcer, 
324 
methyl testosterone for migraine of women, 
362 
recurrent migrainoid headaches associated 
with spontaneous hypoglycemia, 340 
MINERAL OIL 
—pulmonary hazard of the 
mineral oil in the apparently healthy 
adult, clinicoroentgenologic study, with 
a report of five cases, 195 
MONONUCLEOSIS, INFECTIOUS 
—case of infectious mononucleosis with atyp- 
ical pneumonia, 17 
— infectious mononucleosis and infectious hep- 
atitis, studies bearing on certain resem- 
blances and differences, 85 
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” 
a 
~ 


viii QUARTERLY REVIEW OF MEDICINE 


—liver involvement in infectious mononucleo- 
sis 


MORPHINE 
—morphine hypersensitivity in kyphoscoliosis, 
74 
MUMPS—See Parotitis 
mumps complicated by myocardit’s, menin- 
goencephalitis and pancreatitis, review of 
the literature and report of a case, 171 
MYANESIN 
clinical studies in the use of ryanesin, 70 
—effects of myanesin upon the central nervous 
system, 261 
MYASTHENIA 
tetra-ethylpyrophosphate in myasthenia grav 
is, 
MYELITIS 
acute transverse myelitis complicating pneu 
monia, report of a case, 105 


NERVES 
fatal case of myelitis after antirabic vac- 
cine, 15 


NERVOUS SYSTEM 
role of anxiety in somatic disease, 157 
NITROGEN MUSTARDS 
nitrogen mustards, clinical use, 57 
newer nitrogen mustards in the treatment 
of leukemia, 139 
NUCLEIC ACID 
isotopic studies of the biosynthesis of nucleic 
acid components, I, purines and pyrimid 
ines, 365 
NUTRITION 
principles of nutrition therapy, 250 
OBESITY 
role of hormones in the treatment of obesity, 
63 
OPIATES 
interest in the use of an absorption-delaying 
vehicle for the administration of opiates. 
264 
OVARY 
report of two cases of struma ovarii, 33 
OXYGEN 
intra-arterial injections of oxygen peri- 
pheral vascular disease of extremities, 36 
PAIN 
roentgentherapy of pain, 
PALUDRINE 
paludrine, new anti-malarial drug, 19 
some pharmacological actions of paludrine, 
» 
PANCREAS 
fibroeystic disease of the pancreas, 326 
fibrocystic disease of the pancreas, two 
observations, 44 
hypoglycemia of chronic posttraumatic pan- 
creatitis treated by pancreatectomy, 43 
relationship of fibrocystie disease of the 
pancreas to a deficiency of secretin, 146 
roentgen examination as an aid in the diag- 
nosis of islet adenoma in the pancreas, 45 
PARALYSIS 
postrabies vaccine paralysis, 14 
—unusual case of hemiplegia, 257 


PAREDRINE 
orthostatic hypotension and orthostatic tachy- 
cardia, new clinical observations, success- 
ful treatment with paredrine and review of 
literature, 110 


PAROTITIS 
I, mumps vaccine, studies on human volun- 
teers, 270 
PENICILLIN 
absorption and excretion studies with radio- 
active penicillin, 97 
investigation of the action of penicillin in 
scarlet fever and its complications, 21 
in vitro studies on possible synergistic 
action between penicillin and bacitracin. 
291 
new method of maintaining therapeutic peni- 
cillin blood levels on oral administration, 
185 
penicillin in the treatment of peptic ulcers 
by continuous gastric drip, 127 
preliminary report on aqueous vehicle for 
penicillin which retards its elimination, 
288 
treatment of bacterial infections with injee- 
tions of aqueous penicillin administered 
at long intervals, 282 
treatment of pneumonia with intramuscular 
aqueous penicillin once a day, 183 
treatment of typhoid carriers with penicillin 
and sulphathiazole, 182 
untoward reactions encountered in the course 
of penicillin therapy, 248 
effects: 
dynamics of the action of penicillin, time- 
dose relationship in human streptococci 
disease, 97 
penicillin and caronamide in resistant sub- 
acute bacterial endocarditis, 96 ‘ 
toxic psychosis resulting from penicillin, 157 
PEPTIC ULCER 
acute peptic ulceration accompanying bulbar 
poliomyelitis, report of two cases, 128 
nitrogen balance studies in chronic peptic 
ulcer disease, 319 
psychiatric aspects of vagotomy, prelimin- 
ary report, 155 
therapy: 
treatment of gastroduodenal peptic ulcers 
with protein hydrolysate and a nonreactive 
aluminum hydroxide preparation, 126 
medical and surgical treatment of peptic 
ulcer, 322 
new protein hydrolysate for the treatment 
of peptic ulcer, 126 
penicillin in the treatment of peptic ulcers 
by continuous gastric drip, 127 
anion exchange resin for the medical man- 
agement of peptic ulcer (preliminary re- 
port), 128 
PHARMACOLOGY 
sterilizing effect of the combination of peni- 
cillin and bismuth in syphilis, 76 
PHYSIOLOGY 
human factors in high performance air- 
craft, 76 
investigations of the pathologic physiology 
of amputation stumps, studies of the 


‘ 


CUMULATIVE SUBJECT INDEX 


spatial modifications of phantom limbs, 
256 
study of the mechanism and treatment of 
experimental heat pyrexia, 72 
PLAGLE 
streptomycin in human plague compared with 
o.her treatments, 94 
streptomycin in bubonic plague, 94 
PLEURISY 
para-amino-salicylie acid in purulent pleu- 
risy, 300 
PNEUMONIA 
acute transverse myelitis complicating pneu- 
monia, report of a case, 105 
lipopneumonia as a result of prolonged use 
of liquid paraffin for nose drops, 302 
pneumococeal pneumonia treated with aque- 
ous penicillin at twelve-hour intervals, 
182 
primary atypical pneumonia, 4 
—treatment of pneumonia by single injection 
daily of potassium penicillin in beeswax 
peanut oil mixture, 184 
PNEU MOCONIOSIS 
pulmonary haemosiderosis, 301 
POISONS AND POISONING 
DDT poisoning and the elusive “Virus X”, 
a new cause of gastroenteritis, 227 
food poisoning due to pathogenic staphylo- 
cocci, 2 
hemochromatosis with aplastic or refractory 
anemia, 137 
POLIO-ENCEPHALITIS 
fatal case of polio-encephalitis due to polio- 
myelitis virus, 352 
POLIOMYELITIS 
poliomyelitis, early diagnosis and early man- 
agement of acute cases, 354 
problem of poliomyelitis orientation of re- 
search, 168 
—therapeutic problems encountered in acute 
poliomyelitis, 353 
tracheotomy in poliomyelitis simplified with 
new respirator, 169 
PORPHY RIN AND PORPHYRIN COM- 
POUNDS 
case of acute porphyria, 149 
POSTURE 
orthostatic hypotension and orthostatic tachy- 
cardia, new clinical observations, suc- 
cessful treatment with paredrine and re- 
view of literature, 110 
PREGNANCY 
pregnancy complicated by primary torsion 
of a normal fallop'an tube, 222 
PROCAINE AND PROCAINE COMPOUNDS 
intravenous procaine therapy, 155 
PROCTOLOGY 
sulfonamide and antibiotic therapy in proc- 
tology, 292 
PROGUANIL 
acquired resistance to proguanil (paludrine) 
in Plasmodium Vivax, 192 
PROTEIN HYDROLYSATE 
—treatment of gastroduodenal peptic ulcers 
with protein hydrolysate and a nonreactive 


aluminum hydroxide preparation, 126 
new protein hydrolysate for the treatment 
of peptic ulcer, 126 
PROTEINS 
activity of microbial animal protein factor 
concentrates in pernicious anemia, 53 
new evidence on the structure of some 
proteins from measurements with polarized 
infra-red radiation, 364 
PSELDOHEMOPHILIA 
hereditary pseudohemophilia, report of four 
cases, 141 
PYRIDOXINE 
pyridoxine deficient diet and desoxypyridox- 
ine in the therapy of lymphosarcoma and 
acute leukemia in man. 139 
PSYCHOLOGY 
general considerations of antagonistic com- 
plexes, 99 
hysterical type of nongaseous abdominal 
bloating, 355 
psychological phenomena in cardiac pa- 
tients, 200 
RADIOACTIVITY 
clinical use of radioactive iodine, 144 
treatment of hyperthyroidism with radio- 
active iodine, (1'88, 12-hour half-life and 
1131, 8-day half-life), 144 
REITER’S DISEASE 
Reiter's disease, report of five cases in- 
cluding two successfully treated with hy- 
perthermia, 119 
RESEARCH 
general view of cancer research, 365 
RESPIRATORY TRACT 
—case of infectious mononucleosis with atyp- 
ical pneumonia, 17 
differential diagnosis of pulmonary lesions, 
27 
direct and indirect therapy of acute respir- 
atory infections, 98 
—evaluation of vaccination against epidemic 
influenza in man, 16 
investigations on acute infections of the 
respiratory tract, IV, experimental studies 
on the effect of small doses of sulfona- 
mides in respiratory tract infections, 29 
method of determining the site of retention 
of aerosols within the respiratory tract of 
man by the use of radioactive sodium, 73 
results of vaccination against influenza dur- 
ing the epidemic of 1947, 17 
spontaneous mediastinal emphysema and 
spontaneous pneumothorax, report of 20 
cases, 29 
RHEUMATIC FEVER 
—coronary arteries in acute rheumatic fever, 
79 
RHEUMATISM 
—intramuscular copper therapy in chronic 
inflammatory rheumatism, 68 
—is rheumatism a virus disease? 66 
RICKETTSIAL DISEASES 
Brill’s disease, report of two serologically 
proved cases of typhus fever in Irish-born 
residents of Boston, 11 
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experimental investigations of Q fever, 12 
first effective weapon against Q fever, ty- 
phus and spotted fever is aureomyecin, it 
may become best drug of decade, 88 
treatment of Rocky Mountain spotted fever 
with chloromycetin, 90 
para-aminobenzoic acid in treatment of 
Rocky Mountain spotted fever, 91 
ROENTGENOGRAPHY 
roentgen examination as an aid in the diag- 
nosis of islet adenoma in the pancreas, 
5 
ROENTGENOLOGY 
rapid method of roentgenologic examination 
of the small intestine, a preliminary re 
port, 225 
value of roentgenology in the prognosis of 
minimal tuberculosis, 194 
ROENTGENOTHERAPY 
roentgen therapy of bursitis, 152 
therapy of carcinoma of female 
vulva, 120 
treatment of asthma with roentgen ray ther- 
apy. 193 
SARCOIDOSIS 
sarcoidosis, review of eleven cases including 
two autopsies, 301 
SARCOMA 
lymphosarcoma and Hodgkin's disease, 331 
pyridoxine deficient diet and desoxypyri- 
doxine in the therapy of lymphosarcoma 
and acute leukemia in man, 139 
SCARLET FEVER 
investigation of the action of penicillin in 
scarlet fever and its complications, 21 
SCHISTOSOMIASIS 
chronic schistosomiasis japonica diagnosed 
by rectal biopsy, report of case, 100 
diagnosis of schistosomiasis by rectal and 
vesical snips based on 150 autopsies, 191 
SEPTICEMIA 
characteristics of 
proteus, 163 
SIDEROSIS 


roentgen 
urethra and 


due to B. 


septicemias 


iron overload (hemosiderosis) aggravated 
by blood transfusions, 331 
SK 136 


newer nitrogen mustards in the treatment 
of leukemia, 139 
SPINE 
morphine hypersensitivity in kyphoscoliosis, 
74 
SPLEEN 
calcified splenic cyst, report of a case, 327 
hypersplenism, 318 
splenectomy for infarction of the spleen 
occurring in the course of subacute bac- 
terial endocarditis, 208 
splenomegaly and leukopenia in Hodgkin's 
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